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In Re: 



U.S. Patent No. 5,482,934 
Issued: January 9, 1996 
To: Jose Calatayud et al. 



RECEIVED 

JAN 1 0 2007 
OFFICE OF PETITIONS 



For: PREGNA-1,4-DIENE3,20-DIONE-16-17-ACETAL-21 ESTERS, PROCESS FOR 
THEIR PREPARATION, COMPOSITION, AND METHODS FOR THE TREATMENT 
OF INFLAMMATORY CONDITIONS 

From: Serial No.: 08/278,112 

Filed: July 20, 1994 

TRANSMITTAL LETTER FOR APPLICATION FOR EXTENSION 
OF PATENT TERM UNDER 35 U.S.C. S 156 

Honorable Commissioner for Patents and Trademarks 
Box Patent Extension 
Washington, D.C. 20231 

Sir: 

Transmitted herewith is the application of ALTANA PHARMA AG for extension of 
the term of United States Patent No. 5,482,934 under 35 U.S.C. § 1 56, together with two 
duplicates of the papers thereof, and Check No. in the amount of $1,120.00, 

certified as such. 

The Commissioner is hereby specifically authorized to charge any required fee 
deficiency under 37 CFR §§ 1 .16 or 1 .17, or credit any overpayment, to Deposit Account 
No. 14-0112 in connection with this matter. Two duplicates of this paper are enclosed. 



CD 

m 

I 

CD 

o 
o 




Date: Q^JU\{^50 CQ> 
NATH & ASSOCIATES pllc 

112 S. West Street 
Alexandria, VA 22314 
Tel: (703)548-6284 
Fax: (703)683-8396 

GMN:JBG:\patentextension-tl.doc 
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Respectfully submitted, 
NATH & ASSOCIATES PLLC 




Joshua B. Goldberg 
Reg. No. 44,126 
Customer No. 20529 
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PATENT 

Attorney Docket No. 26649U 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In Re: 

U.S. Patent No. 5,482,934 
Issued: January 9, 1996 
To: Jose Calatayud et al. 

For: PREGNA-1,4-DIENE3,20-DIONE-16-17-ACETAL-21 ESTERS, PROCESS FOR 
THEIR PREPARATION, COMPOSITION, AND METHODS FOR THE TREATMENT 
OF INFLAMMATORY CONDITIONS RECEIVED 

From: Serial No.: 08/278,112 JAN 1 0 2007 

Filed: July 20, 1994 OFFICE OF PETITIONS 

APPLICATION FOR EXTENSION OF THE TERM OF UNITED STATES PATENT NO. 

5.482.934 UNDER 35 U.S.C. g 156 

Honorable Commissioner for Patents and Trademarks : »,«oa» vot. fSKBK? 

Box Patent Extension f :.:-?.c3 rr- 

Washington, D.C. 20231 '" £ * tJ 

Sir: 

Your applicant, ALTANA PHARMA AG ("ALTANA"), a corporation existing under the 
laws of Germany and having a place of business at BYK-GULDEN-STRASSE 2, D-78467 
Konstanz, Germany, represents that it is the owner of the entire right, title and interest in 
and to Letters Patent of the United States No. 5,482,934, granted to JOSE CALATAYUD, 
JOSE R. CONDE, and MANUEL LUNA on the 9th day of January, 1996,forPREGNA-1,4- 
DIENE3.20-DIONE-16-17-ACETAL-21 ESTERS, PROCESS FOR THEIR PREPARATION, 
COMPOSITION, AND METHODS FOR THE TREATMENT OF INFLAMMATORY 
CONDITIONS, by virtue of assignments/and or name change documents recorded in the 
United States Patent and Trademark Office on the 6th day of August, 1991, at Reel 
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005791 , Frame 0570; the 14th day of May, 1993, at Reel 006522, Frame 0565; the 19th 
day of March, 1993, at Reel 006467, Frame 0223; the 22nd day of March, 1993, at Reel 
006464, Frame 0548, the 1 1th day of June, 1993, at Reel 006578, Frame 0579; the 5th 
day of August, 1 998, at Reel 009367, Frame 0001 ; and the 7th day of April, 2003, at Reel 
013922, Frame 0540, a copy of which assignments/and or name change documents are 
attached as Exhibit A; that Altana Pharma U.S., Inc. ("ALTANA U.S.") is a wholly-owned 
subsidiary of ALTANA PHARMA AG (through its wholly-owned affiliate Altana Pharma 
Asset Management GmbH); that ALTANA U.S. is the sponsor of New Drug Application 
("NDA") No. 22-004 for OMNARIS™ (ciclesonide) Nasal Spray, claimed by U.S. Patent No. 
5,482,934, and of Investigational New Drug ("IND") Application No. 65,488 for ciclesonide, 
claimed by U.S. Patent No. 5,482,934, which IND No. 65,488 was initially sponsored by 
Teijin America, Inc. (filed by Cato Research on behalf of Teijin America, Inc.) but which 
sponsorship has since been transferred such that IND No. 65,488 is now sponsored by 
ALTANA U.S.; that such NDA and IND contain a right of reference to IND No. 53,391 for 
ciclesonide currently sponsored by Sanofi-Aventis US Inc., a copy of the letter which 
provides this right of reference is attached as Exhibit B; that IND No. 53,391 was first filed 
by ALTANA, Inc. in Melville, NY, US agent forthe listed IND sponsor, Byk Gulden Lomberg 
Chemische Fabrik GmbH in Konstanz Germany ("Byk Gulden") (which company since 
underwent a change in corporate form and transformation to Altana Pharma AG pursuant 
to section 1 90 ff UmwG (German Conversion Law) by virtue of a resolution dated May 27, 
2002); that sponsorship of IND No. 53,391 was subsequently transferred to Aventis 
Pharmaceuticals, Inc., who subsequently transferred sponsorship to Sanofi-Aventis US 
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Inc.; that ALTANA PHARMA AG and ALTANA U.S. have the lawful right to refer to and rely 
on the information contained in IND No. 53,391 ; and that ALTANA PHARMA AG is entitled 
to rely on the marketing approval for OMNARIS™ (ciclesonide) Nasal Spray arising from 
NDA No. 22-004. Pursuant to the provisions of 37 C.F.R. § 1 .740, your applicant hereby 
applies for an extension of the term of said United States patent of 1 ,748 days under 35 
U.S.C. § 156, based on the materials set forth herein and in the accompanying papers. In 
the materials which follow herein, paragraph numbers correspond to the paragraph 
numbers in 37 C.F.R. § 1.740(a). 

(1 ) The approved product is OMNARIS™ Nasal Spray, which is further identified as 
follows. 
Chemical Name 

(2'R)-2'-Cyclohexyl-1 1 p-hydroxy-21-isobutyryloxy-16bH-dioxolo[5',4':16,17]pregna-1 ,4- 

diene-3,20-dione 

also known as 

pregna-1 ,4-diene-3,20-dione, 16,17-[[R-cyclohexylmethylene]bis(oxy)]-1 1-hydroxy-21-(2- 
methyl-1 -oxopropoxy)-,(1 1 0, 1 6a)- 
also known as 

(R)-1ip,16a,17,21-tetrahydroxypregna-1,4-diene-3,20-dione cyclic 16,17-acetal with 
cyclohexane carboxaldehyde, 21-isobutyrate 
Generic Name 
ciclesonide 
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Molecular Formula 
C32H44O7 
Molecular Weight 
540.7 

Chemical Formula 



Note the approved package insert for OMNARIS Nasal Spray attached hereto as Exhibit 
C. 

(2) OMNARIS™ Nasal Spray was subject to regulatory review under section 505 of 
the Federal Food, Drug, and Cosmetic Act (21 U.S.C. § 355). 

(3) OMNARIS™ Nasal Spray received permission for commercial marketing or use 
in the treatment of seasonal and perennial allergic rhinitis in patients 12 years of age and 
older under section 505 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. § 355) on 
October 20, 2006. 

(4) The active ingredient in OMNARIS™ Nasal Spray is (2'R)-2'-Cyclohexyl-11p- 
hydroxy^l-isobutyryloxy-ISbH-dioxolotS'^'iie.lZjpregna-l^-diene-S^O-dione 
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(ciclesonide). Said active ingredient has not been previously approved for commercial 
marketing or use under the Federal Food, Drug, and Cosmetic Act, the Public Health 
Service Act or the Virus-Serum-Toxin Act. 

(5) This application is being submitted within the sixty day period permitted for its 
submission pursuant to 37 C.F.R. § 1 .720(f). The last day on which this application could 
be submitted is December 19, 2006. 

(6) The patent for which an extension is being sought is identified as follows. 
Inventors : JOSE CALATAYUD, JOSE R. CONDE, and MANUEL LUNA 

Patent No. : 5,482,934 

Title : PREGNA-1.4-DIENE3.20-DIONE-16-17-ACETAL-21 ESTERS, PROCESS FOR 
THEIR PREPARATION, COMPOSITION, AND METHODS FOR THE TREATMENT OF 
INFLAMMATORY CONDITIONS 
Issued : January 9, 1996 
Expires : January 9, 2013 

(7) A copy of United States Patent No. 5,482,934, the patent for which an extension 
is being sought, is attached hereto as Exhibit D. 

(8) As is evident from the copy of United States Patent No. 5,482,934 attached 
hereto as Exhibit D, a certificate of correction has issued for United States Patent No. 
5,482,934 correct the assignee name from Espacialidades Latinas Medicamentos 
Universales, S.A. to Elmuquimica Farmaceutica. Otherwise, no further certificates of 
correction and no disclaimers or reexamination certificates have issued for United States 
Patent No. 5,482,934. Copies of the receipts of maintenance fee payments are attached 
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hereto as Exhibit E. 

(9) United States Patent No. 5,482,934 claims the approved product. Claims 1 , 3, 8, 
9, and 11, inclusive, claim the approved product ger se. Claim 4 claims an anti- 
inflammatory drug which contains the approved product. Claim 6 claims a pharmaceutical 
composition which comprises the approved product. Claim 5 claims a method of treating 
inflammatory conditions by administering the approved product. Claim 7 claims a method 
for the treatment and control of inflammatory conditions by administering the approved 
product. The manner in which each applicable patent claim reads on the approved product 
is as follows. 

Claim 1 of U.S. 5,482,934 claims a chemical compound of the general formula: 




I 
I 
I 
I 



x 2 

in the form of an R epimer, an S epimer, or a stereoisomeric mixture of the R and S 
epimers in terms of the orientation of the substituents on the carbon atom at position 22, 
wherein: 

Ri is cyclohexyl; 

R2 is a member selected from the group consisting of 
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/ / 

C CH 3 , and C CH — CH 3 

CH 3 

and wherein X^ and X 2 may be the same or different and each is a member selected from 
the group consisting of hydrogen and fluorine. 
When is cyclohexyl, R 2 is 

/ 

C CH — CH 3 

CH 3 

X! is hydrogen, X 2 is hydrogen, and the compound is in the form of an R epimer in terms of 
the orientation of the substituents on the carbon atom at position 22, the compound of the 
formula of claim 1 is ciclesonide. Therefore, claim 1 reads on the approved product. 

Claim 3 of U.S. 5,482,934 claims the compounds of the formula of claim 1 in which 
the definitions of , R 2 , Xi , and X 2 are the same as in claim 1 , but the epimeric form of the 
compound is restricted. In the restricted definition, the compound is in the form of the 
(22R)- epimer. Thus, claim 3 embraces ciclesonide and reads on the approved product. 

C!a]m4 of U.S. 5,482,934 claims an anti-inflammatory drug containing a compound 
of the formula of claim 1. Therefore, claim 4 embraces an anti-inflammatory drug 
containing ciclesonide and reads on the approved product. 

Claim 5 of u s - 5,482,934 claims a method of treating inflammatory conditions 
which comprises administering to a patient an anti-inflammatory effective amount of a 
compound of the formula of claim 1 . Hence, claim 5 embraces the use of ciclesonide in 
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treating inflammatory conditions, and reads on an approved use of the product. 

Claim 6 of U.S. 5,482,934 claims a pharmaceutical composition having anti- 
inflammatory properties which comprises as the active ingredient an effective amount of a 
compound of the formula of claim 1 together with a pharmaceutical^ acceptable carrier. 
Therefore, claim 6 embraces a pharmaceutical composition containing ciclesonide and 
reads on the approved product. 

Claim 7 of U.S. 5,482,934 claims a method for the treatment and control of 
inflammatory conditions characterized by the topical administration to a patient of an 
effective dose of a compound of the formula of claim 1 . Hence, claim 7 embraces the use 
of ciclesonide in treating and controlling inflammatory conditions, and reads on an 
approved use of the product. 

Claim 8 of U.S. 5,482,934 claims the compounds of the formula of claim 1 which is 
[11B,16a(R,S)]-16,17-[ cyclohexylmethylene)bis (oxy)]-1 1-hydroxy-21-(2-methyl- 1- 
oxopropoxy)pregna-1 ,4-diene-3,20-dione. Thus, claim 8 embraces ciclesonide and reads 
on the approved product. 

Claim 9 of U.S. 5,482,934 claims a compound of claim 8 in which the epimeric form 
of the compound is restricted. In the restricted definition, the compound is in the form of 
the R- epimer. Thus, claim 9 embraces ciclesonide and reads on the approved product. 

Claim 11 of U.S. 5,482,934 claims the compounds of the formula of claim 1 in which 
the definitions of Ri and R 2 , and the epimeric form of the compound, are the same as in 
claim 1 , but the definitions of Xi, and X 2 are restricted. In the restricted definitions, each of 
Xi, and X 2 is hydrogen. Thus, claim 1 1 embraces ciclesonide and reads on the approved 
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product. 
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(10) The relevant dates and information pursuant to 35 U.S.C. § 156(g) in order to 
enable the Secretary of Health and Human Services to determine the applicable regulatory 
review period are as follows. 

(a) An exemption under subsection 505(i) of the Federal Food, Drug, and 
Cosmetic Act became effective for ciclesonide on January 21 , 1998, i.e., the 
date the U.S. Food and Drug Administration (FDA) indicated there was no 
clinical hold and clinical trials could begin for Investigational New Drug 
("IND") Application No. 53,391 , initially filed on June 2, 1 997 and resubmitted 
on December 15, 1997 by ALTANA, Inc in Mellville, NY, US agent for the 
listed IND sponsor, Byk Gulden (which company since underwent a change 
in corporate form and transformation to Altana Pharma AG), who 
subsequently transferred sponsorship to Aventis Pharmaceuticals, Inc., who 
subsequently transferred sponsorship to Sanofi-Aventis US Inc., and which 
IND No. 53,391 contains information regarding ciclesonide on which IND No. 
65,488 and NDA No. 22-004 relied in seeking approval. 

(b) A New Drug Application ("NDA") under section 505 of the Federal Food, 
Drug, and Cosmetic Act for OMNARIS™ Nasal Spray (ciclesonide) was 
initially submitted on December 21 , 2005 by ALTANA U.S., as NDA No. 22- 
004 and was received by the FDA on December 22, 2005. 

(c) NDA No. 22-004 was approved on October 20, 2006. 
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(1 1) A brief description of the significant activities undertaken by or for the marketing 
applicant during the applicable regulatory review period with respect to the approved 
product and the significant dates applicable to such activities is attached hereto as Exhibit 
F. 
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(12) Applicant is of the opinion that United States Patent No. 5,482,934 is eligible for 
an extension under 35 U.S.C. § 1 56, and the length of the extension claimed is 1 ,748 days. 
The requirements of 35 U.S.C. §§ 156(a) and (c)(4) have been satisfied as follows. 

(a) U.S. Patent No. 5,482,934 claims a product, OMNARIS™ Nasal Spray 
(ciclesonide). 

(b) U.S. Patent No. 5,482,934 is currently set to expire on January 9, 201 3 (i.e., 
the term of the patent has not yet expired). 

(c) The term of U.S. Patent No. 5,482,934 has never been extended. 

(d) This application for extension is being submitted by ALTANA PHARMA AG, 
the owner of record of U.S. Patent No. 5,482,934, in accordance with the 
requirements of 35 U.S.C. § 156(d). 

(e) The product, OMNARIS™ Nasal Spray (ciclesonide), has been subject to a 
regulatory review period under section 505 of the Federal Food, Drug, and 
Cosmetic Act before its commercial marketing or use, and permission for 
said commercial marketing or use is the first permitted commercial marketing 
or use under the Federal Food, Drug, and Cosmetic Act. 

(f) No patent has to this date been extended, nor has any other extension been 
applied for, for the regulatory review period which forms the basis for this 
application for extension of the term of U.S. Patent No. 5,482,934. 

The length of extension of the term of U.S. Patent No. 5,482,934 of 1,748 days 
claimed by applicant was determined according to the provisions of 37 C.F.R. § 1 .775 as 
follows. 
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(a) According to 37 C.F.R. § 1 .775(b), the length of extension is equal to the 
regulatory review period for the approved product, reduced as appropriate 
according to paragraphs (d)(1) through (d)(6) of 37 C.F.R. § 1.775. 

(b) According to 37 C.F.R. § 1 .775(c), the regulatory review period is the sum of 
(A) the number of days in the period beginning on the date on which the 
exemption under subsection 505(i) of the Federal Food, Drug, and Cosmetic 
Act became effective and ending on the date the NDA was initially submitted 
under section 505 and (B) the number of days in the period beginning on the 
date the NDA was initially submitted and ending on the date the NDA was 
approved. The exemption under subsection 505(i) became effective on 
January 21, 1998 (for IND No. 53,391 ), the filing of the NDA for ciclesonide 
nasal spray (NDA No. 22-004) was initially received by the FDA on 
December 22, 2005 and the NDA was approved on October 20, 2006. 
Hence the regulatory review period is the sum of the periods from January 
21 , 1998 to December 22, 2005 and from December 22, 2005 to October 20, 
2006. This is the sum of 2,892 days and 302 days, which is 3,194 days. 

(c) According to 37 C.F.R. § 1 .775(d)(1 )(i), the number of days in the regulatory 
review period which were on or before the date on which the patent issued 
must be subtracted. Since U.S. Patent No. 5,482,934 issued on January 9, 
1996 and the regulatory review period began afterwards on January 21 , 1998 
(i.e., the date on which the exemption under subsection 505(i) became 
effective), this section does not apply, and the regulatory review period 
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remains as 3,194 days. 

(d) 37 C.F.R. § 1 .775(d)(1 )(ii) does not apply. 

(e) According to 37 C.F.R. § 1 .775(d)(1)(iii), the regulatory review period must 
then be reduced by one-half of the days remaining in the period defined in 37 
C.F.R. § 1 .775(c)(1). This is one half of 2,892 days, which is 1,446 days. 
After subtraction, and ignoring half days in the subtraction, this now leaves a 
reduced regulatory review period of 1 ,748 days. 

(f) When the reduced regulatory review period of 1,748 days is added to the 
expiration date of U.S. Patent No. 5,482,934 (January 9, 2013), this gives a 
date of October 23, 201 7. This latter date is earlier than October 20, 2020, 
the date obtained by adding 14 years to the date of approval of the approved 
product. Under paragraphs (d)(2) to (d)(4) of 37 C.F.R. § 1 .775, applicant is 
entitled to an extension of patent term until a date that is no later than 
October 23, 201 7, the earlier of the two dates of extension of patent term. 

(g) The five-year limitation of 35 U.S.C. § 156(g)(6)(A) and 37 C.F.R. § 
1.775(d)(5) applies to this application, because U.S. Patent No. 5,482,934 
issued after the date of enactment of 35 U.S.C. § 156. When 5 years is 
added to the expiration date of U.S. Patent No. 5,482,934 (January 9, 2013), 
this gives a date of January 9, 2018. The date obtained by adding the 
extension sought (1,748 days) to the expiration date of U.S. Patent No. 
5,482,934 is October 23, 2017, which is earlier than January 9, 2018. 
Hence, applicant is in compliance with 35 U.S.C. § 156(g)(6)(A) and 37 
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C.F.R. § 1.775(d)(5). 

(13) Applicant acknowledges a duty to disclose to the Commissioner of Patents and 
Trademarks and the Secretary of Health and Human Services any information which is 
material to the determination of entitlement to the 1 ,748 day extension being sought to the 
term of United States Patent No. 5,482,934. 

(14) The prescribed fee for receiving and acting on this application for extension is 
attached herewith. Any required fee deficiency is specifically and expressly authorized to 
be charged to Deposit Account No. 14-01 12 in connection with this matter. 

(1 5) Please address all inquiries and correspondence relating to this application for 
patent term extension to: 

Gary M. Nath 
Nath and Associates 
112 S. West Street 
Alexandria, VA 22314 
Tel.: (703) 548-6284 
Fax: (703) 683-8396 

Two duplicates of these application papers, for a total of three copies, certified as 
such, are enclosed herewith. 

Respectfully submitted, 
NATH & ASSOCIATES PLLC 



Date: &&a>J&\ 1^30 06 
NATH & ASSOCIATES PLLC 

112 S. West Street 
Alexandria, VA 22314 
Tel: (703)548-6284 
Fax: (703)683-8396 

GMN:JBG:\patentextension.doc 
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the serial number and the SSrtg date. An assignment relating to an international patent application 
which designates lha United States of America must identify the international eppfhation by the 
international application number (e.g., PCT/US$0/0i234), * 37 CFR 3.21. 



1. This assignment is^forjhej issued patent: 

National application: SN: 07 / 578, 942 fj)ed on September 7, 1990 

International applicatlonTPeT/ —/ " 

Patent No: Issued: *** 

(complete if applicable) which was previously assigned August 6, 1991 

RmI 5791 



Framed 



(atso complete the following, if applicable) 

□ Bnd also for the applications and/or patents 
shown on the attached list of FURTHER 

APPLICATION(S) and/or PATENT{S) BEING ASSIGNED CT> 

en 

o l ^ 

Number of pages added . -**o 

***Inventors: Calatayud, Jose 

Conde, Jose Ramon ^3 

/" Luna, Manuel CH 

- G^i 

Title; New Pregna-1, 4-Dxene-3 s 20-Dione-16-17-Acetal-21 esters CT> 
Process for Their Preparation, Composition, and Methods 
for the Treatment of Inflammatory Conditions 
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TOTAL NUMB^SBWfPPLICATIONS AND/OR PATENTS 
AND TOTAL FEB (37 CFR 3.28(a)(6) ) 

|T/2. A. The total ^umber of applications and/or patents identified in this cover sheet is 

, B. The total fee is (37 CFR 1.21(h)): QQ 

1 x $40.00= : 

Total number of applications 
and/or patents 

(Pee paid with original submission of Assignment) 

C. Payment of fee is made by; 

□ attached check for $ _ 



□ please charge Account 
the sum of $ 



A duplicate of this cover sheet Is attached 

f# * Please charge Account ° 6 " 0308 for any fee deficiency or credit to 

account any overpayment. 

NAME OF PARTY(IES) CONVEYING INTEREST Q S 
(37 CFR 3.31(a)(1)) Cn 

if) 3. The party(ies) conveying interest is (are); J^O 



Name I 
Name 2 
Name 3 



Especialidades Latinas Medicamentos Universalis, S.A. 



CD 

cn 



NAME AND ADDRESS OF PARTY(IES) RECEIVING 
INTEREST (37 CFR 3.31(a)(2)) 



*f57i 4. The limits are being conveyed to: 

Name: EUROFIN, S.A» 

Luxembourg, 8, rue Zithe 



Address:. 



Grand Duchy of Luxembourg 
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DESCRIPTION OF INTEREST CONVEYED OR 
TRANSACTION RECORDED (37 CFR 3.31(a)(3)) 

5. The accompanving document intends lo accompBsh; 

£5 an assignment Of 

□ a security agreement 

□ a merger 
O a license 

□ a change of name 

□ a change of address 

□ other 



NAME AND ADDRESS OF PARTY TO WHOM 
CORRESPONDENCE SHOULD BE MAILED (37 CFR 3.31(a)(5) ) 



6. Please address correspondence to: 

Name: Richard J. Minnlch 
Artrifflsft* 1100 Superior Avenue. Suite 700 

Cleveland. Ohio 441 14- 2S 18 
Telephone No.: (216 ) 861-5582 

Fay, Sharpe, Beall, Fagan, Minnich & McKee 



: O 



CD 
CO 



<KcU-M t/V2 l»ob.6ll3) 
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DATE ASSIGNMENT (DOCUMENT) EXECUTED 
(37 CFR 3.31(a)(7)) 



?' j7. The attached assignment (document) was executed on December 3, 199 2 

s (date) 

LANGUAGE OF ASSIGNMENT (DOCUMENT) TO BE RECORDED 

NOTE: m The Olt!c& wW accept end record non-English language documents only if accompanied by e verified English 
ttenslothn signed by (he individual making tin translation. 9 37 CFR 3.2$. 

8. The attached document: 



NOTB: 'either the otiginai document or e true copy of the original document may be submitted for recording. Only one 
side of each page shea be used. The paper used should be flexible, strong, white, non-shiny, durable, end preferably 
no larger than 21.6 x 33. f cm. (B t/2 x 14 inches) with a 2.5 cm. (one-inch) margin on aff sides. ' 37 CFR 3.24. 

9. Submitted herewith is: 




343 is in the English language 

□ is not in the English language and a verified English translation 
signed by (he individual making the translation is attached. 



ORIGINAL DOCUMENT OR TRUE COPY SUBMITTED 



□ the original document 
Xjft a true copy of the original document 



IV) 



o 



4 
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STATEMENT (37 CFR 3.31(a)(9)) AND 
SIGNATURE 37 CFR 3.31(a)(10)) 



fa) 13. To the best of my knowledge and belief, the foregoing information fs true and correct 
and any attached copy Is a true copy of the original document. 
Dale: \5-li-<fi 



fa Pf ^ 

Reg. No. 24,175 

Tel. No. (216 ) 861-5582 



{Name of parly submitting document) 



(Signature ol party submitting document) 




SIGNATURE OF ATTORNEY 
Richard J. Minnich 



Typo or print name of Attorney 
1100 Superior Avenng, SiWfo 7HO 

P (Siwe5Sad, Ohio 44114-2518 



Pay, Sharpe, Beall, Fagan, Minnich & McKee 



on 



CD 
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^ v Whereof the present nptarial deed was 
drawn up in Luxembourg, on the day named at 
the beginning of this document. . 

The document having been read - to '--the 
persons appearing , known to the undersigned 
notary by their surnames/ names, civil status 
and residences; the said persons appearing , • v 
signed together with the notary the present 1 
original- deed-.- i-. v t '." : .\* 

S UIT LA TRADUCTION FRANCAISE DU TEXTE • QUI v 

precede . .. •. : • • ; - : : 0- : '--f'^J-U y ''-< 

L • an . mil, -neuif \ cent quatre-v ingt-douzev J"> 
' le troi^; d£cembre. . ' ■ 

^ardevant Maitre Joseph Kerschen, . V-/; 
riotaire.de residence a Luxembourg-Eich • ; 



,- Ont comparu: .,. V ,-. ; :•/.::•: y\" 

1) ; Especial idadtes Latinas . Medicamentos 4; 
,V Univer sales, ; S. A. (ElmU; ; S. A. );,^unev^ ; Vv. 

soci§t§ dedroit fespagnol ayant son v , 
sidge social ^ Madrid , Crtra • de;;> ; 
Valencia/ Km- 23/ Argarida del; Rey/ • • . 

ci^apres denommee "le Vendeur" , : . Vv 

representee aux f ins des presentes par 
M. Tom Loesch, .Avpcat , demeurant a / 
Luxembourg; aux termes d 1 une procur;. tion par 
acte notarie passe a Madrid en date du 22 
juin 1992, qui restera annexee aux presentes 
pour Stre enregistree avec elles. 

2) Eurofin S. A. , societe de droit ../ 
luxembourgeois ayant son siege social a 
Luxembourg, 8, rue Zithe, 

ci-apres denomm&e "l 1 Acquereur 1 ' , : 

representee aux fins des presentes par 
M'. Ren§ Diederich, administrateur et M. Tom 
Loesch, administrateur. 

Lesquels comparants, agissant 



I 



CD '-n 




particulierement adapts au traitement de 
1'asthme des branches, ci-apres appele le 
Produit". 

2) Le Verideur a depose des deraandes de 
brevet du Produit aupres des services 
competents respectifs des pays, suivants: 



- FRANCE ! .. 

- >', 

- BEt&ZQUE !>v. 
LUXEMZiOUFG ; 

Suisse 

- R.O.C. • 

- CANADA : 

- AUTRICHE i ■ 

U.S.A. ;i :.■ •/■• 



Demande n 6 

uoma.aQ.a n* 
Demande 
Demande j> 4 . 

, Demande; n» 
Demande 
Demande n° 
Demands n 8 
Demande n? 
Demande n° 



91 10682 

■:■:■;/-■;:: 

227 lie y 

02619>913 , 

15617/91 

2.050.812-4 

A1769/91 V •; 
. 578942 ' 



3) Le Produit est une invention du Vendeur, ?y 
11 n° est pas compris dans l'etat de la ; 
technique, 11 a uniquement ete : :diyulgue dans: ;,: 
des publications ; et : lors d • ^enement.S: a; . . v;. 
daractere scientif iquevet. ^ des membres : de ^. ? ; 
ji'industtie.phar^ 0 

4) Le Produit f ait tou jours I'obj et. de ■ 
recherches par le Vendeur, lesdites. . 
recherches etant realisees avec l.'aicla ./.--v,-,^ 
f inanciere des services administrates ...^ 
espagnols competents . ^ . ; 

5) Les previsions quant au developpement du 
, Produit . ont ete etablies en quatre etapes- 

comme suit: 

Premiere etape : Essais - security et 
premiere pharmacologic clinique. : - ■ : :\\' 

Deuxieme etape : Essais - efficacite clinique 
et continuation.de la pharmacologic clinique. 

Tro is ieme etape : Essais - developpements 
cliniques tardifs. 

Quatrifeme etape : Enregistrement du Produit 
pour la vente. 

6) Le Produit n'a pas encore atteint sa 
iSre> £taoe de developpement, etant 



J,^k da f *i 'usage a 1 'homm«,une fois qu' il 
aura ; a-fcteint la quatrieme etape. : .'. /7 ' 

■?2« V iJ . de ce « ui a ' et *' 6nonce . ci-dessu^ ^ ; ^ 
£5* P * r t^concluent lie prfisant contrat Vi 
conforroement aux dispositions; :suivantesV:/v ; : 

Article 1 , DEFINITIONS • .; ' O^'I.' V?^' '^S^ 

''''^nt^w" par ce contrat ';d 'ichaS&d'e^ 

. ^nty et.qux n'a p as ' p r 6 Sen te ro(i nt; de hom ^ V 
commercial , r^hf erme le :crctes'o8iOE^ba»ke^^v 
■ composanj actif; ce contrat autorisera^la > 
: .fabrication, la / distribution : et' la: - ^ ' ■ - 

^^55^ al i s ation du ^duit:^s^^^% 

Pardee: Ccontrat f ; :ie ; Vendeur ' cede ; ^: ; ^:v^ { ^ .'-^ ' ' 
• h^S2?^^^- ^ ^ ce d ^nier:: acquierit Mle' : ^ ■ 

S?^^ ; Pr6duit: aihsiC JSui^s^ft^d^ts'-^V 
v; de i fa M^cation, . distribution efe ^ V 

,;;1°l^rSc^ 
*^a;ve^e'W 

^a^La^cession^iv. l*Acquereur ; de^tbiis 'ie"^• : •^S•^• 
^ -J****-- ^ obligations*; ayant trait"! ^ 
-;fabr ; ication /; da- ; distribution^:et%^ 

; ^euIS:-^^ 

•V*) ; La^cession aV 1 ' Acquereur de tciileV 'lis' -'^ : I • 
demandes .de brevet ;SnWrees ci^iessus Kb r 

?*Ac*u1r^ 

a Acquereur de deppser en son nam probre : - ^ ■ : 
Routes demandes de brevet du Produit°Kn^ ; : ; 
des services competent ^ tous^S^lyl^^'-. 

!?Arti^^ 

lieu ca lls ont Jtf pibii^ ^ ^"^^^ : 
diactivKis it V^feeur de : ^eher autan t ^ 

les tests ? e r e v?^f SSaireS de fa ^ i fai " 
oeriPettant *1Lt x ?^ lence s et/ou les essais 

dS P^odSt de telle^, 16 ^^loppement final 



i-:tn.-:^cC; 



' GD-'v-'-.-ti 




•fc *»""""«» .» 
■ • I ..J } : 



cette fin, l^Acquereur pourra s 1 associer* avec 
toutes soci§tes ou tous laboratoires ou 
demander un avis d'ordre technique et/ou une 
assistance a tous ceux qu'elle estime 
n§cessaire„ Les r§sultats desdits tests, 
experiences et/ou essais, s»il y en a, seront 
iituriediatement adresses au Vendeur, qui les 
utilisera de fa<?on & atteindre aussitot que 
possible une §tape plus avancee du 
developpement du Produit, tel qu«£nonc6 sub 
5) et 6) du PrSambule au present contrat, 
c»est-&-dire, les resultats des tests, 
experiences et/ou essais accomplis par 
l'Acqu§reur, soit lui-meme ou dans le cadre 
d'une association, retourneront entierement 
au Vendeur, exclusivement en Espagne et dans 
le seul but d'accelerer 1' accession a la 
quatri&me etape de developpement du Produit. 

Les resultats des experiences, test et/ou 
essais, tels qu'enonces dans le present 
article, peuvent etre utilises par 
l'Acquereur, dans le cadre du territoire 
enonce & 1' Article 3, pour bbtenir 
1 • inscription du Produit au Registre ,de la 
Sante ou pour tout autre but qu ' il pourr^it 
estimer appropriS ou riecetssaire* • 

Les depenses encourrues par 1 1 Acguereur s 1 ii . 
s'associe ou lors de 1 'execution^ des te$t, 
experiences et/ou essais seront a sa propre 
charge. 

Article 3. TERRITOIRE 

L'Acquereur aura le droit exclusif de disposer 
librement du brevet et du Produit et de merier 
les experiences, tests et/ou essais -du : 
Produit, tel qu' enonce a 1 1 Article ;pr,§b§derit , 
dans tous les pays du monde a 1 1 exclusion de 
1 • Espagne (ci-apres denommes 11 le Territoire 
Contractuel" ) . Dans , le cadre dii. Territ^iire 
Contractuel, 1 1 Acquereur pourra ceder , vendre 
ou disposer du brevet et du Produit sahs 
aucunes limitations, accorder autant; de 
licences qu B il juge apprbpr i § pu necessa ir e , 
s 1 associer pour le developpement du Produit, 
et introduire en son nom prdpr£ auprSsrVdes 
services competehts des pays compris dins; le 
Territoire Contractuel autant de demandes de 
brevet qu'il esstimera necessaire ou 
appropri§. De son cot£, le Vendeur ne sera 
pas autorisS a utiliser le Produit dans le 
Territoire Contractuel ou d 1 accorder des 
licences pour sa fabrication. 



Septie&e feuillet 
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©JS q "? « eur recevra la propriete du brevet du 
Produit pour la fabrication, la distribution 
et la commercialisation du Produit, de 
roaniere directe ou indirecte, pour l« ensemble 
du Territoire Contractual* ie 

tar consequent, !• Acquereur n'aura aucun 
droit sur le brevet du Produit en Espaghe ou 
HZ*? deur „ conse ^ve la pleine propriete du 
brevet du Produit, du droit exclusif de son 
procede de fabrication, des resultats des 
experiences, test et/ou ess^ais mehes par 
1'Acquereur dans le cadre ctu Territoire 
Contractual ainsi que teus les. autres droits 
fl^? PrietS J«*««tiri«ii,, y comprts. les 
experiences et essais, les doeumSnt's y 
reiatifs, le savoir-faire.-.et.4€i^ > ie«ftwies 
secretes de fabrication, de dlstribllen et 
de vente du Produit, conformeihent 'I ce qui 
est stipule a 1« Article 9. q ; 

Article A. DEMANDES DE BREVET 

Le Vendeur accepte de dSpo:s>r, si necessaire 

aupres des services cbmpfee^ des^aW *' 

enumeres. sub 2) dans *ef^ 

demandes corr espondante^ de i^orte ; ctu& ' 

les brevets demand^ :soierit4ccbrdiPI^ 

1 Acquereur et noh a4 :y;ehdeur .'' To : usiiie : s fr^ 

lies aux deinahdesc de^Bievlfa^s^ - ^ ^ 

1 enregistreraent des l$i$#0$M-i$6*,&4:. ' • 

1' Acquereur seront a ^.^mkkU^^n^ 



L' Acquereur declare .quU^ c^^naliv^t4st '>> 
familiarise avec 1 '-e^: d^ dmillfielim' 
a P C p??ca?L^? dUit ' ^^^P*i^iet'-; 

Par consequent, et en raison^dV^ce^ ' 

r^»i»;? nCe/ 1 ' Ac W^ur ^i^«rV aucune 
reclamation quelcong Ue ^ T^ne.on^ da ,- * 

tou^aLL?*^- du proced^I^ fabrication oil 
tout aspect- derive du Prbduit ou de ses 
resultats definitifs. . ses 

A la demande de 1« Acquereur, le Vendeur 
assume la resp^nsabilite .dourer; un 
SS n !rSSi?ff^^ P^edede ^rabStcation - 
du Produit et garantit que le Prbduit est 
adaptj aux buts pour lesquels ilT*t«. 
invente, etant entendu que 1 'Acquereur et ses 
licencies feront adequatement usage de son 
procede de fabrication. 



Le Vendeur .nesera pas tenu responsable des 
eventuelles modifications du procede dt' 
fabrication du Produit introduite par; r ' : 
l'Acquereur ou par les personnes ou pirsonnes 
morales auxquelles l'Acquereur accorde des 
licences, ou pour ies effets secondaires 
rvuisibles que de telles modifications 
pourraient event uel lenient causer. 

Article 6. PRIX 

Le prix de vente du brevet du Produit et de • 
ses droits est fixe comme suit: 

a) VINGT-CINQ MILLION DE PESETAS 
(25.000.000 Ptas.) une f sis que le 
Produit a atteint de facon satisfaisante 
la premiere etape de son developpeiaent , 
telle qu'enoncee sub 5) du Preambule du 
present contrat. 

b) VINGT-CINQ MILLION DE PESETAS 
(25.000.000 Ptas.) une fois que le 
Produit a atteint defacoh satisfa€ ; sa'hte 
la deuxieme etape de son: deveiopp^mtnt', 
telle qu'enoncee sub 5) -.du Prealbuie-du 
present contrat. 

c) TRENTE-CINQ MILLION DE PESETAS 
(35.000.000 Ptks.) une foi-s ^ue/le, 
Produit a atteint\de :^<^v^.a^f#i-iB&h-ts'$;'- 
la troisieme etapevde ^otoSve'ibp;p^ent > ' 
telle qu ' enoncek sub 5) du PrSambut'e^ciu , 
present contrat .•' V. 

d) QUINZE MILLION, DE PESETAS!; (15 i^O ol ; 0 00 
Ptas.) lors die l.^n^r ; ipjlMoh ' d#^rSduit 
au Registre de . 1-a. Sarifevdahs le^ • ' 
Territoire Cbnttact'uel. • 

Les parties contractantes. declarent 
expressement que la- valeiity dui <br eve t 
Produit et des droits deebulBrit de ceiui-toi 
qui sont l'objet de ce c^ntr^t • correspondent' 
parfaitement et objeetivement au 'prix 
convenu, et e$les reboriceKt '^^e^k^ften^i 
toute action et/ou defense quf' ^ait pour 
effet d'annuler les effets jur'idiques de ce 
contrat. 

Article y. DEFAUT DE PAIEMENT 

II est expressement convenu que si 
l'Acquereur ne rc»specte pas ce contrat et ex 
particulier, que si l'Acquereur manque de' 
payer le prix convenu et/ou les redevances 
convenues au moment prevu, le Vendeur aura le 



droit d'exig^r par lettre recommandee; a sa 
convenance, 1« execution du contrat ou son 
annulation, assort ies dans chacun des cas de 
dommages-interSts. En cas d'annulation du 
contrat, la propriety ainsi que le droit 
d- usage et les autres droits lies a la 
? r °E ri f t f du brevet Produit, qui sont 
i-2S?f a Ce contrat » seront entiereroent 
restitues au Vendeur. Dans ce cas. 

»,'A C , qu ! reur n ' aura ? as le droit de reclamer 
au Vendeur une compensation queiconque et/ou 
le reaboursement de tous montants ou 
redevances recus. 

Article a. PRIVILEGES 

Le Vendeur declare expresserient que. les 
demandes de brevets enuraerees sub 2) dans le 
Preambule du present contrat sont librts de ' 

l^^i 1 ^' saisiiK?/ de 

maniere generale, de toutes raesures 
Dudiciaires ou extra-judiciaires qui puissent 
1 unit er les droits de.propriete et.de ^ibre 
disposition du brevet du Produit d'une 
maniere quelconque. 

Article 9, OBLIGATION DE PRODUIRE 

il^ qU§ f eur acce P te de prod.uire, distributed 
vendre le Produit dans le ! "^erMiof rfe * * ' ^ ■ 




Article in AMELIORATIONS 

Les parties conviennent de s • informer 
?!£j*i 1 *?* n V te toutes Ies ameliorations: 

S ?A2!?, le Pr0 = SdS d * fablicaSlon du 
lt ', L 'Acquereur accepte d • imposer.^une-. 

UllL JiiSS;?? ^ ^ S ^ S tier/auxqulfs il 
d°exo? 0 f ^?^ 6l i em ! nt acc °rder une " licence 
d exploitation du brevet du Produit ou ' 

SISS 1 ? 1 ^ 1011 d * 8 Revets accordes de telle 
ll'SSnS.!;; qUe v^ S Us tiers ihfbrment 
l^!" d ! Ur de telles «n41iorations. De plus, 
J'oS?" a ° ce P te d'imposer a ces tiers 

?™ a ?*° n d ' env °y e r au Vendeur des copies 
de tous Uvrets, brochures, informations 



™ Z + - 6t dS tOUtes autres expli^Jons 
que cestxers peuvent donner ou impferoer 1 

ScSSS-2 U Pr ° dUit St/OU des brevetl Sjl * 



a» 6 ?? rni f • ' toutas inflations sur 7« Qe 
ameliorations. L'Acquereur devra inclur» 

?ierr^oMf=f t e ' UC " nCa danS 
tiers 1» obligation pour ces derniers de 

?£ ant fait 1 'amelioration, quell? 
qu'elie soit, aecordera gratuitemer . ™ 
1 Acquereur «t au Vendeur, si U «i un 
tiers ou quelque soit la cas, s'il s^aiit *~ 

pour P une S P IriSe d ae S^**"" 

Article 1 i SECRET 

L'Acquereur aceepte de garder secret i- ; 

contenu du brevet du Produit qui St 

de ce contrat et.des ^curnfege^ 1 °- b3at 

S ?enSi? nS T T? lat j fs ^ :CeiuMct,fpurni S par 
ie vendeur. L • Acquereur devra^alement • • 

l^SE 163 mesure ? approprie^^^Jkter. 
Lf?? S a " x composants du Product au4iuF 
petit nombre possible de coiiSbpraieuf ^ 

Au cas oQ. l'Acquereur^accbide & iJertce^ot, 
ProdS?? d H t0 ^ 6 ^ t ^^nle:^^dliJiI^S U 

alTd . des ^ocuments^u ^es^nfbrinatfbnfW 
rayeur d »un. tiers, : I'Acquer^u^ScceDte^ • ' 

tiers de la maniere prewe-iejUet, df^M 

^-for,er Xe'v^d^ S d e 

Aj^lqie.JJj. CONDITIONS DIVERSES 

L'annulation d'une d'snneix,,,, ^„ 
n'entachera pas £ nuISSi l2 2i.2.??* trat 
restantes auLi long^ips^urceiSn^at^ 8 
n'est par denature ou affe-te en 112 I 
essentiels. «re.-w en ses termes 

seri e ^? dificat ^° n . ou Edition au contrat 
sera faite par ecrit. Seules les w,,traT: 

conjunctions faites par eeriest envoy*.. 



Neuviem^ feuillet 

/ 




Cout 

T: 400.- 
R:1000.- 



Prqduit ou de ceder a des tiers les droits ftt. >s 
obligations d€coul*ant de ce contrat endeans v #fp' 
le Territoire Contractuel. /#P" 



FRAIS 



.1 

4' = 



Les frais, depenses, charges et remuneration 
sous quelque forme que ce soit, qui incombeftt 
a l f Acquereur en raison des preserites, 
s'ilevent approximativement a 100.000.-LUF „ 

Le notaire instrumentant, qui comprend 
I 8 anglais declare par les presentes que sur 
demande des comparants, le pr€sent acte 
notarie est r§dige en anglais suivi d'une 
version fran?aise; sur demande de^ memes, 
comparants et en cas de divergences -entre le 
texte anglais et le texte fran<?ais, le texte 
anglais fera foi. 

Dont acte* 

Fait et passe S Luxembourg . 

Date qu'en tete des presentes, 

Et apres lecture faite et interpretation 
donnee aux comparants, cdnnus- dtf nota ir e par 
leurs noms, pr&noms usue Is y et a t :/e€ demeure > : 
ils ont signe avec Nous, notaire ie present 
acte . 

signe: Me Tom LOESCH, Me rene DIEDERICH, Me Jos 
KERSCHEN 

Enregistre a Luxembourg A.C. le 7 idecembre 1992 
Volume 862A, folio 66, case 2 
Regu: cent francs 

Le Receveur (signe) HERTGES ; i 

POUR EXPEDITION CONFORMS 
d6livr€e aux parties sur demande 



Luxembourg-Eich, le 11 d§cembre 1&92 




SIS 



'*4I121S11 





Dixieme et dernier feuillet 
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Yo, JOSE M. HGDH1GUE2-ESGUDERQ, Notario o, 
esta Capital y Cotcglo. 

DOY FE: Co quo !a presente fotocopia, extendld* 
an/f^f folios de papa! comun cada uno de los cualsr 
ntKTiera y sella, reproduce exactamente e! docurnentc 
fotocopiado; dejando note del mi§ma §i£ g| yfaff fg* 
dlcador con el n* c ^ 

^ rrjrn - 



ov 

CJl: 



I 

it' 




Ac to numcro 37 . 37 7 



- Ventc dc brevet 



V~X?- ******* 'J 



In the .year one thousand nine hundred 
and ninety-two, on the 3rd of December. 

Before us, Maltre Joseph Kerschen, 
Notary, with residence at Luxembourg-Eich. 




There appeared : 

1) Especialidades Latinas Medicamentos 
Universales, S.A. (Elmu, S.A.) , a 
company organised and existing under the 
laws of Spain with its registered of fide 
in Madrid, Crtra. de Valencia, Km-. 23, 
Arganda del Rey, 

hereinafter THE SELLER 



hereby represented by Mr Tom Loesch, 
Attorney at Law, residing in Luxembourg, 

by virtue of a proxy given at Madrid on 
22nd June, 1992, whicli shall be annexe!' -to 
the present deed for the purpose pf 
registration. 

2) Eurofin S.A. > a company ; organised and . 
existing ' under,. ^he^laws oof ^uxembbur g^ 
with its re'g^ste^d«i?ol6iice"in^ x 
Luxembourg, ' 8.,. rue''#dMfe;. " •:• 

hereinafter THE BUYER/ 

hereby > represented by :Mr : Re'n^Dledeife^ 
Director, and Mr tfbm:/Eb:es eh*, £p. ip0jz<&i:^ : ~-? 



ail 



'■■ Shim 



. ■ 4ff|f 




their 

requested the ^^$^mim&Mi^Wi^^ /: " 
the :f ollowih^S*^^ 'V 
which they dec lare to enie^^intb .:£elwen' 
themselves : T ' 

CQNSTDERT.Nft 

1) That the SELLER is developing a new 
pharmaceutical- product Whose Chemical- - ■< 
structure . is #i,eLESQNlDE; "• derived? -from a-. - - - 
steroid .especially: CStialabte^rl&rM^ , 
asthma treatment, her^in^e^THE ^(^i^v^ 

2) That THE SEINER has deposited the patent 
applications of THE PRODUCT with the 
corresponding competent departments of the 
following countries: 



■ ■ i S'-i - f -Sj?If llSsfl 



- FRANCE 

- ITALY 



Application n° 91 10682 
Application n° 91A002296 



3IH 



BP 0102487 



Premier ! feuillet 



UNITED KINGDOM 
GERMANY : 
GREECE : 
PORTUGAL s 
NETHERLANDS ! 
BELGIUM : 
LUXEMBOURG : 
JAPAN : 
AUSTRALIA S 
SWITZERLAND ; 
R.O.C. 
CANADA 
AUSTRIA 
U.S.A. 



Application n° 
Application n° 
Application n° 
Application n° 
Application n° 
Application n° 
Application n° 
Application n° 
Application n* 
Application n° 
Application n° 
Application n° 
Application n* 
Application n° 



9118967.0. 

P41295358 

910100353 

98897 

9101472 

9100816 

38001 

227418 

8368691 

02619-913 

156*7/91 

2.050.812- 

A176&/91 

578942 



3) That THE PRODUCT is an invention of the 
SELLER, that it is not included in 
state-of-the-art technology, that it has only 
been made accessible to publications; aiid 
scientific events and to certain entities in 
the pharmaceutical industry. 

4) That THE PRODUCT is? still subject to 
scientific research by|T)lE SELLER/ said 
research bein^carri^ 

support of the competent 7Sp3th^sh - 
administrative departmfehtsi 



5) That the development 
PRODUCT has been e'i"€Wa^^f 
as follows: 



of THE:, , , 
in- loGEr " 



Stage l: Trials - safety and ^ly ciftil 
pharmacology. > r - ' 

state 2 s Trials - e$&Me*%: 

further clinittal phar^acpi^^^ V , ' 

Stage 3: Trials - later clinical 
developments. 

Stage 4: Registration of PRODUCT for sale. 

6) THE PRODUCT has no* ^lr«adj^cned its 
first stage of development; beinV express iv 
understood that r.THE m&Bffl$LA 
fit for human application purposes bnce=it 
has reached the fourth -s^age. ' 

That by virtue of what has been: stated 
herein, the parties enter into the Present 
agreement according to the following: 

Article 1. DEFINITIONS 

THE PRODUCT covered by this buying and 
selling agreement, which does not yet have a 



?n2J2i?i'i ' nain ?' has CICLESONIDE as an active 
ingredient, and will allow its manufactorina 
distribution and commercialization in thp 5 ' 
CONTRACTUAL TERRITORY lT*SlSS 3 

a rticle 3 A PURPOSES OP THE AGREEMENT 

°! this agreement, THE SELLER 

IUcludeJ:° f Pat6nt ° f THE PR0DUCT 

a) The transfer to THE BUYER of . all -the * 

£2%."* °i l ***l<** that thI ffiLER^as 
for the manufacture, distr^ibution5£S 
commercialization of : .THE?ppc?? :, ' 

b) The transfer to Th£ tBUYER 'ofHt*!^ : " 

the patent ^U^i^^^dm^i-^ 

aeposit in its own -name ? ahyf pWen# v " 
applications 

competent ^par^menli^SgM^ig^fe^ 




THE 



will be ent^d^^^ 

with any mmrmmmMm^m^W^^^ 

whom.it v^-^^^^^^^^m^ ,. 
said tests, ;e^e^^ s ;2l„Mi^lip%? f •• 

SELLER, who will Use^hem^n:^er^c^^,^K 



Deuxieme feeuiliet 



/ 



e^!SII?e^ # i^spaS 1 ^/?^" to « SELLER, 
of accelerating the attaint V?J e P ur P°*e 
stage of devel^entoffeloSu^ fOUrth 

Z^fj^JX^'M -a/or 
»ay be utilized by TOE BU?S 6n ^»^^> 
territory detailed in*2?5?' wi ^fl the v 
recording in the hJ^w— 6 3 ' f «*he 
PRODUCT or fol whaSJei ?^ s ^ ^ THE 
appropriate ol necelsSy?^ 0863 * ^exa 

&?S^7JI ^^-ntering 

&rtjdP 7^ TERRITORY 

^fe?v Y !? Sha11 have 
and i£ disDose 9f tKtf&i' 
and to carry out ••••• :V -* 




auth or'Kedlliiili^^^^.hll 
Withxn THE CCilITR^^%^««P^« 
licenses for its^ p >ol|^ 

THE BUYER will receive «. /■ 
patent of THE PRObueT^fB^S^^ o£ 
distribution »na^co2J2?-^^«ifcmre, 
PRODUCT, eithe? dS^^RP^* 
throughout THE CONTR^^^J^^ 

Consequently, THE BUYER will „^ w 
right over the patent ft^»ivpfe h aye-, a ny 
where THE S^m^l^L^^^^'^ln 
ownership of th^i^4g|?pl^ Wl 
the exclusive right 5? # ^ *™*mT* of 
procedure, of thl ^esui^v manufacturing 
tests and/or trials ? of the ®^er*encp<3 

any other industrial Pro^°^-« Well as 



■ the production, a^t5ih U J? Cret f ormu ^e ;f or 

product, i„ ^^o^^^;;!;^™ 

PATENT APPLICATIONS 

the countries uJtS in f^«2 e ? artments of 
corresponding w^tioSTi?J h a i the 
patents applied for fJ« ns so * that the 
and not to wb se£l eJ A?f anted to THE WW 
to the patent appUcatW expe ? ses delating 
the registration^ of tS^JtSf 1 *? confc ** fe °* 
Of THE BUYER wi U LtaJS^^g^ 

iiict^ QUANTITY AND KNOWLEDGE OP TUE 

The buyer hereby states rh a +. ^ , 
acquainted with the 22*22* f* * noWB and is 
development of twf D S nt state of 
effect! and a°p P I£ a ?X? T ' aS WeU as 

Wi2S|i?^ E " ***** of said 
whatsoever 2 T^SLSJV 0 ' any claim 

the manufacturing |?ocedure with 
derived from THE PRODUCT or 55 as Pect; 
results. f«uoucT or from its final 

At THE BUYER'S request, THE sprr» 
the responsibility ? S «IS ? ELEiER assumes 
technical control of 0 J h ;* rw '^# u * a 
procedure of THE PR^n^ ^2^^% " 
THE PRODUCT ^^^i^^^^tlW 
whxch it was inverted, \a^h^^^^^ for 
that THE BUYER and l : panted , 

its manuKi^lJI^^ ****** 

Procedure o r^^^ n :^^«?»*»etai^ 
BUYER or tho PRODUCT introduced bv thp 

»4 SaSs Ucen« s ° C o? n f * which THE 
side effects «m!k ses ' or for the harmful 

eventufuy ca^se? h SUCh mo dif ications coGid 



Artielo * PRICE 



follows: rights is established as 



Troisiemd/feuiliet 



P**M>nt 



present agreement are free from any and all 
liens, encumbrances, attachments and, ir 
general, .from any court or out of court 
measures wh'ich might have in any way 
restricted the property and free disposal 
rights of the patent of THE PRODUCT. 

Article 9. OBLIGATION TO PRODUCE 

The BUYER undertakes to produce, distribute 
and sell THE PRODUCT in the CONTRACTUAL 
TERRITORY within two years from the date that 
the production of THE PRODUCT begins in 
Spain, unless it is prevented from doing so . 
by the legislation of any of the relevant 
countries included in THE CONTRACTUAL 
TERRITORY. 

The BUYER shall permit the sale of THE 
PRODUCT by THE SELLER in those countries . 
belonging to the GbST^CTUAi. WitR^if^j^^^e^j^ 
THE BUYER has not star feed^cbm^erci^%^ing HE 
PRODUCT in the said term. 



Article 10. IMPROVEMENTS 



:-^MS 




BUYER, [ at no cost 
inf ormat ion . on 
shall include in 
third parties 
information 
imprbveftiiQt ( 
the 



The party making the ^ . . v 
kind, shall grant at no cost /to :f HE\p^E^:a^:\ 
THE SELLER, if any of these is a tM*d party 



Quatrieme feuillet 



/ 



or, whatever the case may be is an« 
themselves, a lirence t« i£t\t I among 
procedure ° use the Patentable 

procedures and improvements during a ten year 



SECRECY 



appropriate measures to riling accesj ?o 

as provided Serein anS tiM** 

B'jvpr i,r,X«>-4. Z. n f ur *Hermo;re .- the 

of"?rlns t ers? ™ E sWaavisea. 

&Tt&c;le U r , MISOEtlMEOBS: eoHDlilMS 

essential terms theri#re^l|^||!?: | 
Any amendments- oraddi^rt^A ^ - 

Sis SeemeS? 9 ^*^^ 
Article REGISTER 

THE SELLER undertakes to provide- all *.h* 
necessary means to THE BUYER So ^ 

experiences and/or trial* °f all. tests, 
CONTRACTUAL tSrIToS *if , ^M** THE" 

aTSe W c ^e^ C0 ™ UAL TE ™^, 
reversion of L lIJc 6 connected with; the 
case of noS-fSfiSSE hl 5 to THE SELLER in 
non ruifument and cancellation of 




AW 0996323 



this agreement attributable to THE BMYER, 
will be borne by the latter 

Article 14. LANGUAGE, DOMICILE, JURISDICTION 
AND ARBITRATION 

For any communication or notice required or 
permitted hereunder, the parties establish 
their domicile as follows: 

THE SELLER: Crta. de Valencia, Km 23, Arganda 
del Rey, Madrid, Espafia. 

THE BUYER: 8, rue Zithe, Luxembourg, Grand 
Duchy of Luxembourg. 

This Agreement will be performed and 
construed according to the laws of 
Luxembourg. 

Any dispute between the parties stemming from 
the interpretation or performance of this 
Agreement which cannot be solved amicably 
will be referred, without recourse to 
ordinary or commercial courts, to the 
arbitration of the International Chamber of 
Commerce at The Hague, in accordance with thie 
rules and procedures of the said Chamber, 
whose award shall be final and binding for 
the parties. 

Article 15. TRANSFER TO THIRD PARTIES 

EUROFIN is entitled, to sell the patent* of THE 
PRODUCT and its rights to manufacture;^ 
distribute and commer c i a 1 i z e\ THEfipROpucT or 
to transfer to 'third; : ^\$»*./i^y$3^& and 
obligations stemming front this agreement 
Within THE CONTRACTUAL TERRITORY. 

EXPENSES 

The expenses, costs, fees and charges of 
any kind whatsoever, which fail to be paid bv 
THE BUYER as a result of this documej.t, * 
amount approximately to 100.000.-LUF. . . 

The undersigned notary who knows 
English, states herewith that at the request 
of the persons appearing, the present 
notarial deed is worded in English, followed 
by a French version; on request of the 
persons appearing and in case of divergences 
between the English and French text, the 
English version will be binding. 

. - • f t 

Cinquieme feuillet 

PATENT &fpA°OFMARK OFFICE 



o 



FORM 16-6 
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jnmenl (Document) Cover Sheet |16-6J —page I of 8) 

PATENT 

THE UNITED STATES PATENT AND TRADEMARK OFFICE 




ssignments 
Commfssloner of Patents and Trademarks 
Washington, D.C. 20231 



NOTE: 'Documents and cover sheets to be recorded should be addressed to Commissioner of Patents 

and Trademarks. Box Assignments. Washington. O.C 20231. unless they ere IHed togetlwr with 
new applications or with a petition under § 3.8 tfb),' 37 t CFW 3.27. 

ASSIGNMENT (DOCUMENT) COVER SHEET (37 CFR 3.31) 

NOTE: 'A cover sheet may not refer to both patents and trademarks.' 37 CFR 3.3 i(b). 

Attached please find an assignment (document) for recordal. 

CERTIFICATION UNDER 37 CFR 1.10 

I hereby certify that this 'Assignment (Document) Cover Sheet (along with any paper referred to as being attached 
or enclosed) is being deposited on the dale shown below with the United States Postal Service In an envelope 
addressed to the Commissioner ol Patents and Trademarks, Washington, D.C. 20231. 



[check and complete appropriate Ham below ) 



37 CFR 1.8(a) 
EX with sufficient postage 
as fJrsl class mall 



Date 



37 CFR 1.10 



as "Express Mall Post Office 
to Addressee" Mailing Label 
No 



Michelle M. Velotta 



(Type or print name of person mailing paper) 



CO 



(Signature of person mailing paper) 



160 AT 04/05/93 07578942 



1 581 



120.00 CK 



91668273 /f 



(Assignment (Document) Cover Sheet JI6-6J —page 2 of 8) 



IDENTIFICATION OF APPLICATION(S) AND/OR PATENT(S) FOR 
ASSIGNMENT (DOCUMENT) RECORDAL (37 CFR 3.21 and 37 CFR 

3.31(a)(4)) 

NO TE; *An assignment relating to a pa tent must identify the patent by the patent number. An assignment 

relating to a national patent application must identify the national patent application by the 
application number (consisting of the sen'es code and the serial number, e.g.. 07/ 1 23,456) or 
the serial number and the Sting date. An assignment relating lo an international patent application 
which designates the United States of America must identify the international application by the 
international appScation number (e.g.. PCT/US90/01234). m 37 CFR 3.21. 



1. This assignment Is for Ihe following, patenLap plicjtio n and/or issued patent: 



National application: SN^O 7 /578,942 fil^d on September 7, 1990 

International application: PCT/____ [_^^^ 

Patent No; Issued: *** 

(complete if applicable) which was previously assigned on August 6, 1991 

Rflft l 5791 



Number of pages added 



***Inventors: Calatayud, Jose 

Conde, Jose Ramon 



Title: New Pregna-1, 4-Diene-3, 20~Dione-16-17-Acetal-21 esters, 

Process for Their Preparation, Composition, and Methods for 
the Treatment of Inflammatory Conditions 



Framft 570 on 

Subsequent Assignment tias been rnea, 

(also complete the following, if applicable) but not yet recorded - 

and also for the applications and/or patents 32 
shown on the attached list of FURTHER 

APPLICATION(S) and/or PATENT(S) BEING ASSIGNED ^ 



FORM 16-6 



(Assignment (Document) Cover Sheet |16-<5| -page 3 of 8) 



16-29 



TOTAL NUMBER OF APPLICATIONS AND/OR PATENTS 
AND TOTAL FEE (37 CFR 3.28{aJ(6)) 

w) A. The total number of applications and/or patents identified in this cover sheet is 
3 

B. The total fee is (37 CFR 1.21(h)): 

3 x $40.00 - $ 120 -°0 



Total number of applications 
and/or patents 

/^)c. Payment of fee is made by; 



M attached check for $120.00 



□ please charge Account . 
the sum of $ 



A duplicate of this cover sheet Is attached 

Please charge Account ° 6 " 0308 : for any fee deficiency or credit to 

account any overpayment 



NAME OF PARTY(IES) CONVEYING INTEREST 
(37 CFR 3.31(a)(1)) 



^Y) 3. The party(ies) conveying interest is (are): 



Name I: EUR0FIN S.A. ^ 
Name 2: 
Name 3: 




NAME AND ADDRESS OF PARTY(IES) RECEIVING 
INTEREST (37 CFR 3.31(a)(2)) 



The rights are being conveyed to: 

Name: Enrique Elias Laroza 
A HH^ - Avel *> San Felipe 758 
Lima, Peru 



(Assignment (Document) Cover Sheet |I6-6| -page 4 of 8) 



DESCRIPTION OF INTEREST CONVEYED OR 
TRANSACTION RECORDED (37 CFR 3.31(a)(3)) 



V A J 5. The accompanying document intends to accomplish: 



□ a security agreement 

□ a merger 

□ a license 

□ a change of name 

□ a change of address 
O other 



NAME AND ADDRESS OF PARTY TO WHOM 
CORRESPONDENCE SHOULD BE MAILED (37 CFR 3.31(a)(5)) 



;6. Please address correspondence to: 



Name: Richard J. Minnich 

AHrirfiss- 1100 Superior Avenue, Suite 700 

Cleveland, Ohio 44114- 2518 
Telephone No.: { 216 ) 861-5582 

Fay, Sharpe, Beall, Fagan, Minnich & McKee 




an assignment 




FORM 16-6 
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(Assignment (Document) Cover Sheet 116-61 -page 5 of 8) 



DATE ASSIGNMENT (DOCUMENT) EXECUTED 
{37 CFB 3.31(a)(7)) 




The attached assignment (document) was executeck&n 
(date) 




LANGUAGE OF ASSIGNMENT (DOCUMENT) TO BE RECORDED 

NOTE: 'The OStce wS accept and record non-English language documents only if accompanied by a vended Engtisn 
translation signed by the individual making the translation.' 37 CFR 3.26. 

8> The attached document: 

M is in the English language 

□ is not in the English language and a verified English translalton 
signed by the individual making the translation is attached. 



NOTE; 'Bihar the original document or a true copy ot the original document may be submitted for recording. Only one 
side of each page shall be used. The paper used should be ffexibto, strong, white, non-shiny, durable, and preferably 
no larger than 21.6 x 33 .1 cm (6 1/2 x 14 inches) with a 2.5 cm. (one-inch) margin on all sides.' 3/ CFR 3.24. 

9. Submitted herewith is: 



ORIGINAL DOCUMENT OR TRUE COPY SUBMITTED 



□ the original document 
^5 a true copy of the original document 



(Assignment (Document) Cover Sheet (16-6J —page 6 of 8) 



ASSIGNMENT (DOCUMENT) TO RECORD CHANGE OF ADDRESS 



(check item if applicable) 

10. □ Since the purpose of the attached documents is to record a change of address of 
the assignee the particulars of the previously recorded assignments for each application 
and/or patent are shown. 



ASSIGNMENT (DOCUMENT) TO RECORD CHANGE OF NAME 

(check item if applicable) 

1 1 ♦ □ Since the purpose of the attached documents is to record a change of name of 
the assignee the particulars of the previously recorded assignments for each application 
and/or patent are shown. 



CHANGE OF PATENT MAINTENANCE FEE ADDRESS 

(check item if applicable) 

12. □ A change of address to which correspondence is to be sent regarding patent 
maintenance fees is being sent to the Office separately. 



FORM 16-6 
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STATEMENT (37 CFR 3.31(a)(9) ) AND 
SIGNATURE 37 CFR 3.3 1(a) (10)) 



To the best of my knowledge and belief, the foregoing information is true and correct 



// and any attached copy is a true copy of the original document. 



Reg. No. 24, 175 

Tel. No. ( 216 ) 861-5582 



(Name of party submitting document) 
{Signature of party submitting document) 

' :,a 




iiSriATURE OF ATTORNEY 
Richard J. Minnich 



Type or print name of Attorney 
1100 Superior Avenue, Suite 700 

P.O. Addres3 

Cleveland, Ohio 44114-2518 

Fay, Sharpe, Beall, Fagan, 
Minnich & McKee 



cn 



O 



ASSIGNMENT (DOCUMENT) COVER SHEET [16-6] 
— ADDED PAGE 1 J 



FURTHER APPUCATION(S) AND/OR 
PATENTS BEING ASSIGNED 



□ International 
Application 
PCT/ 
/ 

Issued: March 14, 1989 



DETAILS OF PRIOR 
RECORDAL (IF ANY) 

Reel 

Frame 



□ In re application: 
Serial No.: 0 / 
Filed: 
For: 

KK Patent 4,812,482 
Inventors: Montar o, Fernando; Calatayud , Jose; Luna, Manuel 



□ In re application: 
Serial No.: 0 / 
Filed: 
For: 

& Patent: 3,982,002 



International Reel 

Application Frame 

PCT/ / 
/ 

Issued: September 21, 1976 



Inventors: Montaro, Fernando; Vila-Coro, Antonio; Calatayud, Jose 



□ 



In re application: 

Serial No.: 0 / 

Filed: 

For: 

Patent: 



International 
Application 
PCT / 
/ 

Issued: 



Reel 

Frame. 

/ 



□ In re application: 
Serial No.: 0 / 
Filed: 

For: 

□ Patent: 



In re application: 

Serial No.: 0 / 

FUed: 

For: 

Patent: 



International 
Application 
PCT/ 
I 

Issued: 



Reel 

Frame. 
/ 



International 

Application 

PCT/ 

/ 

Issued; 



Reel 

Frame. 
/ 



ADD ADDITIONAL PAGE FOR FURTHER AFPLICA TiON(S) AND/OR PATENT(S) 

BEING ASSIGNED 





PUBLIC DEED 

In the town of Vaduz, Principality of Liechtenstein, on the 1 7th of December 
1992 

before me, Egon Seger, Judge of Peace and Public Officer 



GATHERED 

On the one hand. Mr Tobias Hauser, of age, of Swiss nationality, with domicile 
in Talacker 35, 8001 Zurich, Switzerland, who's identity I have checked, 

exposing that 

he is acting on behalf and representation of EUROHN SA, a company organised 
and existing under the laws of Luxembourg, domiciled' in 8, Rue Zithe - 
Luxembourg, which hereinafter shall be refened to as the GRANTOR. 

and. 

On the other hand, Mr. Enrique Elias Laroza, of age, of Peruvian nationality, 
with domicile in Lima (Peru), Avda. San Felipe 758, in possession of Peruvian 
Passport number 14710*3. who's identity. I have checked, 

exposing that 

he acts in his own name and behalf, hereinafter the GRANTEE 



en 
-p- 
cn 

-•»—» 

r.vc 
CO 



THIS BEING, THE PARTIES JOINTLY, AND. WHERE SO QUOTED. 
INDIVIDUALLY. MAKE THE FOLLOWING DECLARATION: 

Mr Hauser assures that he has the required legal capacity to validly act in the 
name and representation of the GRANTOR and to execute this document 
Under this statement and mutually recognising each other's capacity and 

CONSIDERING 

L That the GRANTOR and the GRANTEE entered into an agreement dated 
July 17th 1992, by means of which the GRANTOR granted to the 
GRANTEE a first refusal right to acquire the full and exclusive owneiship of 
the following patents, patent applications and trademarks, in the following 
countries: 



A) Patent registered under the name "FEPRADINOL HCI", which chemical 
strocture is "Bencenometanol. a [ [ (2 - hidioxi - LI. - dimotiil etffl) 



BP 0102458 



2 

aminol] metil] clorhidiate (67704-50-1) (C12 H19 N02 HCJ), in the 
following countries and under the following registration numbers: 

- BELGIUM: Patent n° 903.651. 

- FRANCE Patent n<> 2573.071. 

• SWITZERLAND : Patent n<> 670.823. 

- ITALY: Patent n° 1.184.670. 

• UJjAj Patent n° 4.812.482. 

- PORTUGAL: Patent n° 8 1.479. 

- JAPAN: Patent application n° 60-249.089. 

B) Patent registered under the name "2 Vincamine Cetoglutarate". the chemical 
structure of which is "Bi-2-oxo-l,5 Vincamine Pentanodioicate", in the 
following countries and under the following registration numbers: 

- USA: Patent n° 3982002. 

- BELGIUM: Patent n° 823806. 

- GERMANY: Patent n° P-2 500599-6-09. 

- LUXEMBOURG: Patent n° 71545. 

- SWITZERLAND: Patent n° 593974. 

- FRANCE- Patent n<> 7430299 (2283669) 

- JAPAN: Patent n° 1093823. 

C) Patent application under the name "CICLESONIDE'. in the following 
countries and under the following application numbers: 

- FRANCE: Application n° 91 10682. 

- ITALY: Application n° 91A002296. 

- UNITED KINGDOM- Application n° 9118967.0. 

- GERMANY: Application n° P4 1295358. 

- GREECE- Application n<> 910100353. 

BP 0102097 





3 

*M C3 ' PQtmJGAL: Application n<> 98897. 
^t^W* - NETHERLANDS: Application n° 9101472. 

- BELGIUM: Application n° 9100816. 

- LUXEMBOURG: Application n° 88001. 

- JAPAN: Application n° 227418. 

- AUSTRALIA: Application n° 8368691. 

- SWITZERLAND: Application n° 026 1 9-9 1 3. 
RO.C: Application n° 15617/91. 

- CANADA: Application n<> 2.050.812-4. 

- AUSTRIA: Application n° A 1769/91. 

- US.A: Application n° 578942. 

D) Trademark "CETOVINCA", in the following countries an under the following 
registration numbers: 

- BENELUX: Trademark n<> 334058. 

- GERMANY: Trademark n° 95 1 540- 

- FRANCE: Trademark rfi 920766. 

- rjALYi Trademark n° 321876. 

- SWITZERLAND: Trademark n° 279288. 

E) Trademark "OXOVINCA", in the following countries and under the following 
registration numbers: 

- GERMANY: Trademark n° 963183. 

- FRANCE: Trademark n° 924576. 

- ITALY: Trademark n° 321877. 

- SWITZERLAND. Trademark n<> 279289. 



That when entering into the agreement dated July 17th 1992, the 
GRANTOR was still negotiating the acquisition of the patent applies 
known under the name QCLESONIDE 
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& That the GRANTOR has finally acquired the full and exclusive -ownership 
.#' of said patent application on December 3rd. 1992. 

. That within the term of one year as from the date of signature of the 
agreement dated July. 17th 1992. and prior notice from the GRANTEE - to 
the GRANTOR, the GRANTEE executes the first refusal right according to 
the following 



STIPULATIONS 



FIRST 



The GRANTEE will pay to the GRANTOR, within the tenn of one year as from 
the date of signature of the present agreement the sum of 630 million pesetas 
and therefore acquires as from December 17th, 1992, the full and exclusive 
ownership of the patents, patent application and trademarks described in 
Considerings A), B), C), D) and E) to this agreement in all the countries in 
which said patents and trademarks are registered or in which the patent 
applications have been applied for registration, being then entitled to register 
them in his name 

SECOND 

All costs and expenses related to the formalization of the present agreement 
such as notary's fees, all related taxes and registration fees of all patents, patent 
applications and trademarks will be borne by the GRANTEE 



THIRD 

This document is drawn in two original copies, both in english, both texts 
having identical validity and effects. 

For any communication or notice envisaged hereunder, the parties establish their 
domicile as follows: 

THE GRANTOR; 8, Rue Zithe, Luxembourg. 

THE GRANTEE Avda San Felipe 758, Lima, Peru. 



FOURTH 

This agreement is performed and construed according to the Laws of 
Luxembourg. ^TL£^ 



Any dispute arising from the interpretation or performance of the preseV 
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^agreement which could not have been solved amicably will be referred, without 
ijifecourse to ordinary or commercial Courts, to arbitration of the International 
*" Chamber of Commerce of The Hague, in accordance with said Chamber's rules 
of procedure, whose award shall be final and binding for the parties. 



In witness thereof the parties have signed this agreement as of the place and 
date first above written and 1 add my own signature and stamp. 



The declaration of the parties have been duly translated to me by Ms. Christel 
Gstohl also present 



In Witness 



Vaduz, December YJ. 1992 



Tobias Hauser 



Laut Beglaublgungsregister Nr. #6/ 
haben die persdnlich bekannten 

vorstehende Unierschriften eigenhindig vor 
mir beigesetzt (a/$ dis Ihrige anerkanati- 
Vermittleramt h J) 

vaduz, am 1?. Dez. 1992 - J^g> 




Enrique Elias Laroza 




0102141 



^ ration: 



^SlL «> art. 8* of *e RSO of the PnodpaUty of UrilMteMN 

declares that the translation has been made consciously. 
Erklarunft: 

Gemass Art 84 der liechtensteinischen RSO (Undesgesetzblatt 1923 Na 8) 
SH*le obige Eridaiung iibersetzt da ich der englischen ^rache ^mcht 
S.n7bin Der teigezogene Uebersetzer erklart hiemnt gemass Art. 84 Ab* Z 
Z ^oTLanSgeseStt 1923. Na 8). dass die Ucbe^uung gewusenhaft 

erfolgt ist 

Vaduz. December 17. 1992 




v. 



Der Uebeisetzer/The Translator 




ChristelA5st6hl 



Beglaubigungsregister Nr..... 
Die Echtheit der Unterschrift 

Wrd osstatigt 

Vaduz, den .„ 1 % Q&uWkf»£~ft 

VERMI7TLERAMT VADUZ / 





Gebuh renbemessungsgrundlage 

Maximalsatz gemass Art. 42 lit a 
LGBL 1974 Nr. 42 i.dgf . 

S£r, yQOQ^ 



■■*'.M, 




BP 0102178 



■ ■ im 

I'M 

■ M 



. '£ ' J k ■ 



OCURATIOM 
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Tom 



ta societe EUFOFIM s.A. , ay ant son si^ge social a 
Luxembourg, 8, rue Zithe (ci-apres la -society-) , ici 
reSSsentle par M. Rene Diederich, Admwistrateur et M. 
koescto, Administrateur 

donne pouvoir 

a Kaltres Vital Hauser et Tobias Hauser, avocats, demeurant 
?ouTdSS a ZUrich, Talacker 35, afin que imui ^Iconjue 
d?eux, chacun sous sa signature isolee, puisse Bccaoplir »u 
noaet pour cempte d© la Sccieta, les actea et demarches 
suivantes : 



1) 



2) 



Fair© toutes les demarches necessaires et signer pour 
alle et en son nom tous documents en relation 
avec la cession de la demand© de brevet et du brevet 
"CICLESONXDE" et de tous droits de propriete 
industrielle et intallactuelle y afferent*, au pri* et . 
aux^onditions a arreter par eux, dans les pays enonees 
ci-dessous, entre la societe de droit luxembourgeois « 
EOEDFIK S.A. comma partie cedante et touts personne 
physique ou morale que les mandataires 
cenvenable, comma partie cessxonnaire, et concfidar aes . 
options <3« achat sur ladite demande de brevet et ledxt . 
brevet en faveur de toute personne physique ou morale, : 
dans les pays suivants : j 

i 

- France : demande de brevet no. 91 10682. 

- italie : demande de breyet no. 91A002296. ; 

- Royaume Uni 5 demande de brevet no- 91X89S7.0. i 

- Allemagne : demande de: brevet no~ P41295358. 

- Grdce : demande de brevet no- 910100353> 

- Portugal : desaande de brevet no.. 98897. 

- pays-Sac : demande de brevet no. 9101472. 

- Belgique : demande de brevet no. 9JtO081f . 
_ Luxembourg : demande de brevet no. "88001. 

- japon : demande de brevet no. 227418C 

- Australia : tJtemande de brevet no.; 8368691. 
_ $ajUse i demande de brevet no. 02619-913. 

- R.O.C. s demande de joireyet no. l5Sit/9m; 
_ Canada s demande.de brevet no. 2.0?p..8l2r4. 
_ &utriehe i demande de brevet no. *I7S?/»91. 

- Etats-onis : demande de brevet no. 3789*2. 

Faire toutes les demarches neOessaires signer pour 
elle et en son nom tou^ do^e.nts^en 'reiat^jnf avec via 
cession du brevet "2 'tamm^^^ma^m^^''^ . 
tous droits de propriete fcidus^ 

y afSerents, an prix et aux €0^«4^•'a;^grt^,.W A . 1 
eux, dans les pays snonces ci-dessous, entxej^*;socx©e 
de droit luxembourgeiois E0ROPIH s.A. comma partie 
cedante et toute personne physique ou morale qua les 
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mandataires jugent convenable, comme partie 
cessionnaire, et conceder des options d ' achat; <?sur ledit; 
brevet en faveur de toute personne physique Sou morale * I 
dans les pays suivants, oft le brevet a eta ehragistra J 



au nom de EUROFItt S.A. : 

- Etats-Unis : brevet no. 3982002. 
• Belgique : brevet no, 823806. 

- Allemagne : brevet no. P-2500599-6-09. 

- Luxembourg z brevet no. 71545. 

- Suisse : brevet no. 593974. 

- Prance : brevet no. 7430299 (2283669). 

- Japon % brevet no. 1093823. 

Paire toutes les demarches n&cessaires et signer pour j 
elle et en son nom tous documents en relation aVec la j 
cession de la deisande de brevet et du brevet 
"FEF&ADX80L HCI" et de tous droits de propriAtd 
indnstrielle et intellectuelle y affSrents, au prix et 
aux conditions a arreter par eux, dans les pays enonc&s 
ci-dessous, entre la socidt€ de droit luxembourcyeois 
E0R0FIW S.A. connae partie cedante et toute personne 
physique ou morale que les mandataires jugent 
convenable, comme partie cess ionnaixe « et conceder des * 
options d' achat sur ladite demands de brevet et ledit j 
brevet en faveur de toute personne physique ou morale x 
dans les pays suivants, oil le brevet est enregistre au ; 
nam de EUROFXN S.&. : 

~ Belgique : brevet no. 903.651. 

- France s brevet no. 2.573.071. 
~ Suisse : brevet no. 670.823. 

- Italie : brevet no., 1.184.670. 

- Etats-tJnis : brevet no. 4.812.482, 

- Portugal : brevet no. 81.479. 
~ Japon : demands de brevet no. 60-249089. 

Fa ire toutes les demarches n^cessaires et signer pour 
elle en son nom tous dpctpehtsven : 
cession des marques B CETOTCNCJk ,s - et '^O^y^^^^^ti-tJdp ; 
tous droits de propridt&v^dustx 

y a££3rents, au prix et - aux -co^itibns^ '&f-e^^t^'ipar 
eux, dans les pays enoncds ci^essbus / entr^ 
d@ droi t luxemfcH>uz^jeois ^ 

c&dante et toute personn^ ph^ morale "qi^e r^ les 

maridataires jugent cpny^hable 9 i [ ] 

cessioionaixe , et conc&derj : Bes * 5*)p€ions ; : d^ichit . '• sur r 
lesdites marques en "favour ^ dfe - vrfc<ei ' ^^ J ^#ortHo-; pHv® 
ou &orale dans les pays suivants, ott elles sent 
enregistrees au nom de EUROFIN S.A. : 

- Marque CETOVINCA no. 334058 (Benelux). 

- Marque CETOVIWCA no. 951540 (Allemagne) . 

- Marque CETOVINCA no. 920766 (France) . 

- Marque CET0V1KCA no. 321876 (Italie). 

- Marque CETOVXNCA no. 279288 (Suisse) . 

- Marque OXOVINCA no. 963183 (Allamagne) . 



5) 



6) 



- Marque OXOVINCA no. 924576 (France). 

- Marque QXOVINCA no, 321877 (Italie) . 

- Marque OXOVIKCA no. 279289 (Suisse) • 

Recavoir au nom de la Soci4t6 le prix paye pour ^ 
vonte des brevets at marqr.es ou pour la concession dS^ ^ 
©a des options , ouvrir an coapte bancaire au no© de la 
Soci£t& aupr£s de tout £t:ablisseaent de credit afin d»y 
d&poser les ytontants ainsi regns au nom de la Societe 
et donner toutes instructions nScessaires ea relation 
avec ce cocspte fcancaire. 

Awe ef£ets ci dessus, signer et diposw toutes piftces 
verssar toute taxe exigible, elire domicile, remplir 
toutes formalitSs ISgales, retirar I'axpiditien <8u 
proc&s- verbal de transfert et f en genieral, faire aux 
fxns indiguees ci-desaus tout ce qui uera requis dans 
les dlffSrents cas qui pauvent se presenter, protoettant 
1* avoir pour agrfcable et le ratifiant d'avance. 




So© Loesch 
Mainistrateur 

&.g<S&LISATIO N 



Rend Diederioh 
Administrateur 



i ^alisacion des signatures de Messieurs Tom 
LOESCE et Rene DIED ERICH, personnel lenient connus 
notaire soussigne- 

Luxesibourg-Eich, le 15 octobre 1992 




APOSTilLE 
^Conrventton de ia Haye du 5 octo&re 188t> 
t Pays: _Grrnpp utitve cte UixCTibrarg 
Le osnessnt acts public 

2. e itfe ^iqn£ oar J35_ 

3, ag'ss * m en ou i te rta^fe Ag^euve 
4> est r v&u du seeau/tim&r@ 




Attest© 

7. par _ 



! 9 OCT. 1992 
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Ei presenta folio es e! agrogado ai documauto en el que figura la firma de 

D. >D a ifis* /blfrPifrf /2d0g4 f t/to-\ctCii0&l* t/thtrC&dl rift 




fecha J Fcv>o #z<> /99 3 




ft 



1. 



Apestille (o legalisacatf n ontea) 
(Convention de La Haye <iu b ecobre J 861) 
(Real Decreio 2433/1978, de 2 do ectubre) 

Pais: Espana 

El pr**ente documents pnblico 
H« sido firtnado por Jft/y Atdwvei. 



— — ~ ... mogy j^ Ur ff W 

3. Aeteand» en cssKddd de : NOTARIQ 
4. 
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WKM-iwww FORM 16-6 16j^Z 

(Assignment (Document) Cover Sheet |I6-6j —page I of 8) 
fj£^^\ PATENT 

2^ 0 \n she united states patent and trademark office 




[OTnrrtsSloner of i 



C^rrrtslloner of Patents and Trademarks 
Washington, D.C. 20231 

NQTE- 'Documents and cover sheets to be recorded should be addressed to Commissioner of Patents 

end Trademarks. Box Assignments, Washington. D.C. 2023 U unless they are tied together with 
new applications or with a petition under § 3.8t(bh* 37 CFR 3.27, 

ASSIGNMENT (DOCUMENT) COVER SHEET {37 CFR 3.31) 

NOTE: 'A cover sheet may not refer to both patents and trademarks." 37 CFR 3.31(b). 

Attached please find an assignment (document) for recordal. 



CERTIFICATION UNDER 37 CFR 1.10 

I hereby certify that this -Assignment (Document) Cover Sheet (along with any paper referred to as being attached 
or enclosed) Is being deposited on the date shown below with the United States Postal Service In an envelope 
addressed to the Commissioner of Patents and Trademarks, Washington, D.C. 20231. 

[check and complete appropriate item betow ): 

37 CFR 1.8(a) 37 CFR 1.10 

XX with sufficient postage or O as "Express Mall Post Office 

as first class malt *> Address**" Mailing Label 

No 

Michelle M. Velotta 

(Type or print name of person mailing paper) 

(Signature of person matting paper) 



»». /Iftfdh I 0 /, /W 



060 JH 04/05/93 07578942 



1 591 . 120-00 CK • 

91668384 



(Assignment (Document) Cover Sheet 116-61 —page 2 of 8) 



IDENTIFICATION OF APPLICATION(S) AND/OR PATENT(S) FOR 
ASSIGNMENT (DOCUMENT) RECORDAL (37 CFR 3.21 and 37 CFR 

3.31(a)(4)) 

NOTE: *An assignment relating to a patent must Identify the patent by the patent number. An assignment 

relating to a national patent application must identify the national patent application by the 
application number (consisting of the series coda and the serial number, e.g., 07/123,456) or 
the serial number and the tiling date. An assignment relating to an international patent application 
which designates the United States of America must identify the international application by the 
International appScation number (e.g., PCT/US30/01234).' 37 CFR 3.21. 



i=2 



fi This, assignment is lor the following patent application and /or issued patent: 

National application: SN: 0 7 / 578,942 filed on September 7, 1990 

International application: PCT/ / 
Patent No: Issued: *** 

(complete if applicable) which was previously assigned on August 6, 1991 

Frame_170 

Subsequent Assignments have been filed, ^ 
(also complete the following, if applicable) but uot y et recorded, ^ 

□ and also for the applications and/or patents ~ 
shown on the attached list of FURTHER 

APPUCATION(S) and/or PATENT(S) BEING ASSIGNED jr- 
Number of pages added 

***Inventors: Calatayud, Jose 

Conde, Jose Ramon 
Luna, Manuel 

Title: New Fregna-1, A-Diene-3, 20-Dione-16-17-Acetal-21 esters, 

Process for Their Preparation, Composition, and Methods for 
the Treatment of Inflammatory Conditions 



FORM 16-6 
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(Assignment (Document) Cover Sheet |16-6| -page 3 of 8) 



TOTAL NUMBER OF APPLICATIONS AND/OR PATENTS 
AND TOTAL FEE (37 CFR 3.28(a)(6) ) 

vj^j) § A. The total number of applications and/ or patents identified in this cover sheet is 
B. The total fee Is (37 CFR 1.21(h)): 



w jj _i x $40.00= ? 120 - 00 

^Total number of applications 
and/or patents 

C. Payment of fee is made by; 

attached check for $120^00 _ 



□ please charge Account 
the sum of $ 



•3 



A duplicate of this cover sheet Is attached 

cn 

•vr 

Please charge Account 06-03.0.8 . for any fee deficiency or credit to CT> 

account any overpayment. 



^ 3, The party(ies) conveying interest is (are): 
Name 1: Enriquie Elias Laroza 
Name 2: 
Name 3: 



4T- 



NAME OF PARTY(IES) CONVEYING INTEREST CJ1 
(37 CFR 3.31(a)(1)) CH 



O 



NAME AND ADDRESS OF PARTY(IES) RECEIVING 
INTEREST (37 CFR 3.3 1 (a)(2) ) 

j!g :.gj. The rights are being conveyed to: 

Name: FROMOCIONES IttnnSTKTAT. KS Y SERVICIOS, S.A. 
A ^ rflae Plaza Valle del Conde Suchil 15 

Madrid, Spain 



(Assignment (Document) Cover Sheet |I6-6| —page 4 of 8) 



DESCRIPTION OF INTEREST CONVEYED OR 
TRANSACTION RECORDED (37 CFR 3.31(a)(3)) 




5. The accompanying document intends to accomplish: 



^63 an assignment s ^\ 

□ a security agreement 

□ a merger 

□ a license 

□ a change of name 

□ a change of address 
O other 



( 



NAME AND ADDRESS OF PARTY TO WHOM 
... CORRESPONDENCE SHOULD BE MAILED (37 CFR 3.31(a)(5) ) 

3) 

6. Please address correspondence to: 

Name: Richard J. Minnich PS 
Aririr^Q 1100 Superior Avenue, Suite 700 <7> 
nievglaTiri, Ohio 

Telephone No.: (216 ) 861-5582 OTi 

Fay, Sharpe, Beall, Fagan, 

Minnich & McKee 2g 

cn 
cn 



FORM 16-6 
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(RcU4-ll/¥3 Puh.603) FORM 16- 6 

(Assignment (Document) Cover Sheet [16-61 -page 5 of 8) 
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DATE ASSIGNMENT (DOCUMENT) EXECUTED 
(37 CFR 3.31(a)(7)) 

The attached assignment (document) was executed on December 17 ? 1992 

* — ^ (date) 

LANGUAGE OF ASSIGNMENT (DOCUMENT) TO BE RECORDED 

NOTE: T/ie O&ca will accept and record non-English language documents only if accompanied by a veriSed English 
translation signed by the individual making the translation, ' 37 CFR 3.26. 

(&. The attached document: 

is in !h8 English language 
□ is not in the English language and a verified English translation 
signed by the individual making the translation is attached. 

ORIGINAL DOCUMENT OR TRUE COPY SUBMITTED ^ 

cn 

-IT* 

NOTE: 'Bihar the original document or a true copy of the original document may ba submitted for recording. Only one 

side of each page shea ba used. The paper used should be textoto, strong, white, non-shiny, durable, and preferably y_ 
no laroer than 21.6x33.1 cm. (8 1/2 x 14 inches) with a 2.$ cm. (one-inch) margin on off sides. " 37 CFR 3.24. + 

— r-i 

% Submitted herewith is: == 
□ the original document m 

cn 

XH a true copy of the original document 



(Assignment (Document) Cover Sheet |I6~6J —page 6 of 8) 



ASSIGNMENT (DOCUMENT) TO RECORD CHANGE OF ADDRESS 

(check item if applicable) 

1 0. □ Since Ihe purpose of the attached documents is to record a change of address of 
the assignee the particulars of the previously recorded assignments for each application 
and/or patent are shown. 

ASSIGNMENT (DOCUMENT) TO RECORD CHANGE OF NAME 

(check ilem if applicable) 

l ik □ Since the purpose of the attached documents is to record a change of name of 
the assignee the particulars of the previously recorded assignments for each application 
and/or patent are shown. 



CHANGE OF PATENT MAINTENANCE FEE ADDRESS 



'1*2. 



(check item if applicable) 

□ A change of address to which correspondence Is to be sent regarding patent 
maintenance fees Is being sent to the Office separately. 



<Kd.54-l V92 Pub.MW) 



FORM 16-6 
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STATEMENT (37 CFR 3.31(a)(9)) AND 
SIGNATURE 37 CFR 3.31(a)(10) ) 



M . 14 To the best of my knowledge and belef, the foregoing information is true and correct 
and any attached copy Is a true copy of the original document. 
Date: iMM 



' 7 



Reg. No. 24,175 

Tel. No. ( 2 16 ) 861-5582 



(Name of party submitting document) 
{Signature ot parly submitting document) 




Type or print name of Attorney 

1100 Superior Avenue. S uit a 700 

P.O. Address 
Cleveland, Ohio 44114-2518 

Fay, Sharpe, Beall, Fagan, 
Minnich h McKee 



cn 



cn 
cn 



ASSIGNMENT (DOCUMENT) COVER SHEET [16-6] 
— ADDED PAGE I } 



FURTHER APPLlCATtON(S) AND /OR 
PATENTS BEING ASSIGNED 

In re application: I 

Serial No.: 0 / 

Filed: 

For: 



DETAILS OF PRIOR 
RECORDAL (IF ANY) 



ReeL 



Frame- 



International 
Application 
PCT/ 
/ 

Issued: March 14, 1989 



XX Patent: 4,812,482 

Inventors: Montaro, Fernando; Calatayud, Jose; Luna, Manuel 



□ In re application; 
Serial No.: 0 / 
Filed: 
For: 

« Patent: 3,982,002 



□ 



International 
Application 
PCT/ 
/ 



Reel- 



Frame. 
/ 



Inventors: 



Issued: September 21, 1976 
Montaro, Fernando; Vila-Coro, Antonio; Calatayud, Jose 



□ In re application: 
Serial No.: 0 / 
Filed: 

For: 

□ Patent: 



International 
Application 
PCT/ 
I 

Issued: 



Reel 

Frame- 
/ 



-p- 
cn 



cn 

en 



□ In re application: □ International Reel 

Serial No.: 0 / Application Frame- 

Filed: PCT / / 

For: / 

O Patent: Issued: 



□ In re application: □ International Reel 

Serial No.: 0 / Application Frame- 

Filed: PCT / / 

For: / 

□ Patent: Issued: 



ADD ADDITIONAL PAGE FOR FURTHER APPLICATION(S) AND/OR PATENT(S) 

BEING ASSIGNED 



tK*U-M 1*3 PnhAOS) 
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/'„ / HOC/ A 



Wi&M& PUBUC DEED 

In the town of Vaduz, Principality of Liechtenstein, on die 17th of December 
1992 

before me, Egon Seger, Judge of Peace and Public Officer 



GATHERED 

On the one hand. Me Enrique Elias Laroza, of age. of Penivian nationality, with 
domicile in Lima (Peru). Avda. San Felipe 758, in possession of Peruvian 
Passport number 147104-3, who's identity I have checked. 

exposing that 

he is acting in his own name and behalf, hereinafter the GRANTOR, 

and. a 

f " 

On the other hand Mr. Luis Carlos Rodrigo Mazurc, of age. of Spanish <p . 
nationality, who's identity I have checked cn 

exposing diat g 

he is acting on behalf and representation of PROMOCIONES INDUSTRIALS Y . cn 

SERVICIOS, SA (PROINSER), a company oiganised and existing under the laws Q ^ 
of Spain, domiciled in Plaza Valle del Conde Suchil i 5- Madrid Spain, which 
hereinafter shall be referred to as the GRANTEE. 

THIS BEING, THE PARTIES JOINTLY. AND, WHERE SO QUOTED. 
INDIVIDUALLY MAKE THE FOLLOWING DECLARATION: 



Mr. Rodrigo assures that he has the required legal capacity to validly act in the 
name and representation of the GRANTEE and to execute this document under 
this statement and mutually recognising each others capacity and 

CONSIDERING 

1. That die GRANTOR and the GRANTEE entered into an agreement dated 
August 19, 1992, by means of which the GRANTOR granted to the 
GRANTEE a first refusal right to acquire the full and exclusive ownership of 
the following patents, patent applications and trademarks, in the following 
countries: 

A) Patent registered under the name "FEPRADINOL, HCI", which chemical 

structure is "Bencenometanol, a [[ (2 - hidroxi ■ 1.1. - dimotiil e ^)y^Yi^ 
amino!] metil] clorhidrate (67704-50-1) (Ci2 HI9 N02 HCl\j& me % 
following countries and under the following registration numbers: ~ w **** 
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' • BELGIUM: Patent n° 903.651. 



* PRANCE: Patent n° 2.573.071. 



- SWITZERLAN D: Patent n° 670.823. 

- ITALY: Patent n o 1.184.670: 

- USA: Patent n° 4.812.482. 

- PORTUGAL: Patent n° 8 1.479. 

- JAPAN: Patent application n° 60-249.089. 

B) Patent registered under the name "2 Vincamine Cetoglutarate". the chemical 
structure of which is "Bi-2-oxo-1.5 Vincamine Pentanodioicate". in the 
following countries and under the following registration numbers: 

- ILSA: Patent n<> 3982002. 



- SWITZERLAND: Patent n° 593974. 

- FRANCE: Patent n° 7430299 (2283669). 

- JAPAN: Patent n° 1093823. 

C) Patent application under the name "CICLESONIDE" in the countries and 
under the numbers listed below: 

- FRANCE: Application n<> 91 10682. 

- ITALY: Application n° 91A002296. 

- UNITED KINGDOM: Application n° 91 18967.0. 

- GERMANY: Application n° P4 1295358. 

- GREECE: Application n° 910100353. 



- BELGIUM: Patent rfi 823806. 



- GERMANY: Patent n<> P- 2 500 5 99- 6-0 9. 



- LUXEMBOURG: Patent n° 71545. 



cn 
cn 
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- PORTUGAL: Application n° 98897. 




v. ' -y - NETHERLANDS: Application n° 9101472 

'■A : > - 

%*yi$$$ ■ BELGIUM: Application n° 91008 16. 

- LUXEMBOURG: Application n° 88001. 

- JAPAN: Application n° 227418. 

- AUSTRALIA: Application n° 8368691. 

- SWITZERLAND: Application n° 02619-913. 
R.O.C: Application n° 1S6 17/91. 

- CANADA: Application n° 1050.812-4. 

- AUSTRIA: Application n° A 1769/91. 

- USA: Application n° 578942. 

D) Trademark "CETOVINCA", in the following countries an under the following 
registration numbers: » 

r f i 

- BENELUX: Trademark n° 334058. ^ 

en 

- GERMANY: Trademark n° 9S 1 S40 jr- 
" FRANCE: Trademark n° 920766. = 

cn 

- ITALY: Trademark n° 321876. 

- SWITZERLAND: Trademark n° 279288. 

E) Trademark "OXOVINCA". in the following countries and under the following 
registration numbers: 

- GERMANY: Trademark n° 963183. 

- FRANCE: Trademark n° 924S76. 

- ITALY: Trademark n° 321877. 

- SWITZERLAND: Trademark n° 279289. 



2. That when entering into the agreement dated August 19. 1992. the 
GRANTOR had not yet acquired the patent application known under the 
name C1CLESONIDE 

3. That the GRANTOR has finally acquired the full and exclusive owj 
of said patent application 
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That within the terra of one year as from the date of .signature of the 
agreement dated August 19, 1992, and prior notice from the GRANTEE to 
the GRANTOR, the GRANTEE executes the first refusal right according to 
the following 



STIPULATIONS 



FIRST 

The GRANTEE will pay to the GRANTOR, within the term of one year as from 
the date of .signature of the present agreement, the sum of 639 million pesetas 
and therefore acquires as from December 17th, 1992. the full and exclusive 
ownership of the patents, patent application and trademarks described in 
Considerings A), B), C), D) and E) to this agreement in all the countries in 
which said patents and trademarks are registered or in which the patent 
applications have been applied for registration, being then entitled to register 
them in his name 

SECOND 



r 



THIRD 

This document is drawn in two original copies, both in english, both texts 
having identical validity and effects. 

For any communication or notice envisaged hereunder, the parties establish thei 
domicile as follows: 

THE GRANTOR: Avda. San Felipe 758, Lima, Peru 
THE GRANTEE: Calle Velazquez 75, Madrid, Spain. 
FOURTH 

This agreement is performed and construed according to the Laws of 
Luxembourg. 

Any dispute arising from the interpretation or performance of the present 
agreement which could not have been solved amicably will be referred, without 
recourse to ordinary or commercial Courts, to arbitration of the International 
Chamber of Commerce of The Hague, in accordance with .said Chambers, 
of procedure, whose award shall be final and binding for the parties: 
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cn 



All casts and expenses related to the formalization of the present agreement, cn 
such as notary's fees, all related taxes and registration fees of all patents, patent 
applications and trademarks will be borne by the GRANTEE g 



cn 



*-p -Mn witness thereof the parties have .signed this agreement a.s of the place and 
^a-fe ,$ : <&te first above written and I add my own signature and stamp. 

^1M0 The declaration of the parties have been duly translated to me by Ms. Christel 
GstohL also present 



Vaduz, December 17. 1992 



In Witness 



Egon Seger 




Enrique Elias Laroza 




Judge of Peace 



is Carlos Rodrigo Mazure / 



Laut Beg/aubigungsregfster Afc' Jfc/j— 
haben die persdnlich bekannten 

<?o PfoMSff, flk&/aPe Jkf &JRT 

vorstehende Unterschr/ften eigenhandig vor 
mir beigesetzt (als dia ihrige anerkanfltj\ 

Vermiitleramt ((—*^ 



VADUZ, am . 



1Z. Dez. 1992 
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^Declaration: \ 

^^^^^ccording to art 84 of the RSO of the Principality of Liechtenstein, (official * 
^<nw\\^ bulletin nr. 8, 1923) the afore mentioned declarations are translated to me 
because the english language is not known to me. The pres^^ftranslatpr^ 
according to art 84 par. 2 of the RSO (official bulletin nr. 8, l9lSf : &&y 
declares thai the translation has been made consciously. 

Erklarung : 

Gemass Art 84 der liechtensteinischen RSO (Landesgesetzblatt 1923, No. 8) 
wird mir die obige Erklarung iibereetzt da ich der englischen Sprache nicht 
machtig bin. Der beigezogene Uebersetzer erklart hieimit gemass Art 84 Abs. 2 
der RSO (Landesgesetzblatt 1923, No. 8), dass die Uebersetzung gewissenhaft 
erfolgt ist 

Vaduz. December 17. 1992 



Der Uebeisenzer/The Translator 



(" 




Christel GstphI 

/• 

BeglaubigungsregisterNr.....ij(^l TO 
- 6 > ^^J 1 * der Unterschrift/JW 

wird bestatigt. 
Vaduz, den \J» p 

VERMITTLERAMT vXdUZ 

Gebuhrenbemessungsgrundlage: 

Maximalsatz gemass Ait 42 lit a 
LGBL 1974 Nr. 42 i.d.g.F. 

sFr. S OOO - 
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i Juan Carlos Dulanto Swayne, Secretaries del Conse^de 
Administracion de la mercantil "PROMOCIONES INDUSTRIALES Y 
SERVICIOS, S.A..", domiciliada en Madrid, Plaza. Valle 'delr, 
conde Suchil, 15. 



CBRTIFICO: 









1 \ 


**" 1) i- 


i 
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Que en la reunion del Consejo de Administracion de la sociedad 
que representor celebrada en el domicilio social en fecha 9 de 
diciembre de 1992, con la presencia de la totalidad de los 
Sres. Consejeros, actuando de Presidente D. Luis Carlos 
Rodrigo Mazure y como Secretario, D. Juan Carlos Dulanto 
Swayne, se adoptaron por unanimidad los siguientes acuerdos: 

PRIMERO . - Ratificar en todas sus partes el contrato celebrado 
por el Presidente del Consejo de Administracion, D. Luis 
Carlos Rodrigo Mazure, en fecha 19 de agosto de 1992, mediante 
el cual PROMOCIONES INDUSTRIALES Y SERVICIOS, S.A. adquirio de 
D. Enrique Elias Laroza, una opcion de compra sobre la patente 
2 Vincamina Cetoglutarato, sobre la patente Fepradinol, sobre 
la solicitud de patente Ciclesonide y sobre las marcas 
Oxovinca y Cetovinca, en ciertos ' paises especif icados en el 
♦mencionado contrato, y por un precio de 639 millones de 
pesetas, a pagar en caso de ejecucion de dicha opcion. 

SEGUNDO.- Autorizar al Presidente del Consejo de 
Administracion, D. Luis Carlos Rodrigo Mazure parav que; , , en 
norobre y representacion de la sociedad, ejecute 1 menc iipnada • 
opcion de compra, adquiriendo en consecuencia para lei so^ieida^ 
las patentes, sol: 
el precio de 639 

efecto cuantos documentos publicos o privados pu&ieran ser 
necesarios sin limitacion alguna. 



.icitud de patente y marcas m^ciori^^ 

) millones de pesetas , pudiendb suseiffbiir 



EN FE DE LO CUAL, Y PARA LOS EFECTOS QUE PUDDERAN SER 
OPORTUNOS, EXTIENDO LA PRESENTE CERTIFICACION, CONIeL VISTp 
BUENO DEL SR. PRESIDENTE, EN MADRID, A LOS ONCE DIAp DEL MES 
DE DICIEMBRE DE MIL NOVECIENTOS NOVENTA Y DOS. 




r 



\ 



El Presidente 
Luis Carlos RodriJio Mazure 



El Secretario 

Juan Carlos Dulanto Swayne 



err 



W'2 
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El presente folio es el agregado al documento en el que f figura la firma dfe 



A post ill e (© le^a!izaci6n vr\ica) 
(Convention de La Haye 5 cctobre £961) 
(Real Decreto 2433/1978, de 2 de octuhre) 

Pats: Espana 

El presente documents jwblico 



3. 
4. 

& 
7. 
8. 



A«^?aft€to en caftxiad de NOTARIO 
Se talia ietiado/thhbrtda ec® d de m Notarw 
cmmiQAMQ 

Bfl Madrid 6. a ^ ^ Jetfrv/V 
Per ol Dfreano del CelegiG K©*aattl de M&drkl 
Coa el nomer© ^ <T I (fr 6 
Sello/timbre: 





D Jos6 Maria Lucena Conde 
Mibw de la Junta Directiva ea funciones tfa Dctcano 



RECORDED 
IPATENT AND TRADEMARK 
OFFICE 

HAR 22 m 




FORM 16-6 !6-27 




_ q^ent (Document) Cover Sheet j!6-6| -page 1 of 8) 
JV)N \ PATENT 
THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Box Assignments 

Commissioner of Patents and Trademarks 
Washington, D.C. 20231 

NOTG; 'Documents and cover sheets to be recorded should be addressed to Commissioner of Patents 

and Trademarks. Box Assignments. Washington. D.C 2023 1. unless they are Sled togeUwr with 
new appBcations or with a petition under § 3.8 i(b). " 37 CFR 3.27. 

ASSIGNMENT (DOCUMENT) COVER SHEET (37 CFR 3.31) 

NOT£: 'A cover sheet may not refer to both patents and trademarks. ' 37 CFR 3.3 t(b). 

Attached please find an assignment (document) for recordal. 



CERTtFlCAT'ON UNDEVt 37 CFR 1*10 

I hereby certify that this "Assignment (Document) Cover Sheet (along with any paper referred to as being attached 
or enclosed) Is being deposited on the dale shown betow with the United States Postal Service In an envelope 
addressed to the Commissioner of Patents and Trademarks, Washington, D.C. 20231. 



{check and complete appropriate item betow ); 

37 CFR 1.8(a) 37 CFR 1.10 

with sufficient postage or O ae "Express Moll Post Office 

as first claes mall to Addressee" Mailing Label 

No- 



Michelle M, Velotta 



(Type or print name of person mailing paper) 

Date 



(Signature of person mailing paper) 



a**.** 91 6821 41 

080 U 07578942 

1 581 120.00 CK 
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IDENTIFICATION OF APPLICATIONS) AND/OR PATENT(S) FOR 
ASSIGNMENT (DOCUMENT) RECORDAL (37 CFR 3.21 and 37 CFR 

3.31(a)(4)) 

'An assignment relating to a patent must identify the patont by the patent number. An assignment 
relating to a national patent application must identify the national patent application by the 
application number (consisting of lha series coda and the serial number, e.g., 07/123,456) or 
the serial number and the 6&ig data. An assignment relating to an international patent application 
which designates the United States of America must identify the international application by the 
international application number (e.g., PCT/US90/01234).* 37 CFR $.21. 



1. This assignment is for the following patent application and/or issued patent: 

National application: SN: 0 7 /578,942 filed on September 7, 1990 

International application: PCT/ / ^ 

Patent No: Issued: *** ^ 

cn 

(complete if applicable) which was previously assigned / recorc * ed on March 22, 1993 

Rflfl l 6464 co 

Pram* ° 5 * 8 = 

(also complete the following, if applicable) 

jgt and also for the applications and/or patents ° 
shown on the attached list of FURTHER 
APPLICATION(S) and/or PATENT(S) BEING ASSIGNED 

Number of pages added 1 



Inventors: Calatayud, Jose 

Conde, Jose Ramon 
Luna, Manuel 

Title: New Pregna-1, 4-Diene-3, 20-Dione-16-17-Acetal~21 Esters 
Process for Their Preparation, Composition, and Methods 
for the Treatment of Inflammatory Conditions 



(Rcl.54-11^2 Pob.603) FORM 16-6 

(Assignment (Document) Cover Sheet |16-6] -page 3 of 8) 
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TOTAL NUMBER OF APPLICATIONS AND/OR PATENTS 
AND TOTAL FEE (37 CFR 3.28(a)(6)) 



2 A The total number of applications and/or patents identified in this cover sheet is 
3 

B. The total fee Is (37 CFR 1.21(h)): 

3 x $40.00= $120.00 



Total number of applications 
and/or patents 

C. Payment of fee is made by; 

^ attached check for $ 120 *QP 



□ please charge Account 
the sum of $ 



A duplicate of this cover sheet is attached 

Please charge Account 06-0.308 for any fee deficiency or credit to 

account any overpayment. 



cn 
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NAME OF PARTY(IES) CONVEYING INTEREST 
=\ (37 CFR 3.31(a)(1)) 

/ J 3. The party(ies) conveying interest is (are): 

Name l: Promociones Indus triales y Servicios, S.A. 
Name 2: 
Name 3: 



NAME AND ADDRESS OF PARTY(IES) RECEIVING 
INTEREST (37 CFR 3.3 1(a) (2]) 




Y i «*• The rights are being conveyed to: 
/ Name: Blmuquimica Farmacaut ica 

^rfHrogc* National Road III, Km . 23 

Argana del Rey (Madrid ) , Spain 
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DESCRIPTION OF INTEREST CONVEYED OR 
TRANSACTION RECORDED (37 CFR 3.31(a)(3)) 



The accompanying document intends to accomplish: 
an assignment 

□ a security agreement 

□ a merger 

□ a license 

□ a change of name 

□ a change of address 

□ other 



NAME AND ADDRESS OF PARTY TO WHOM 
CORRESPONDENCE SHOULD BE MAILED (37 CFR 3.31(a)(5)) 

6. Please address correspondence to: 

Name: Richard J> Minnich 
Address: HOP Superior Avenue T Suite 700 

Cleveland T Ohio 44114 -9S1ft 
Telephone No.: (216 ) 861-5582 



FAY, SHARPE, BEALL, FAGAN, MI MICH & McKEE 
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ASSIGNMENT (DOCUMENT) TO RECORD CHANGE OF ADDRESS 



(check item If applicable) 

10. □ Since the purpose ol the attached documents is to record a change of address of 
the assignee the particulars of the previously recorded assignments for each application 
and/or patent are shown. 



ASSIGNMENT (DOCUMENT) TO RECORD CHANGE OF NAME 



(check item if applicable) 
1 1. □ Since the purpose of the attached documents Is to record a change of name of 
the assignee the particulars of the previously recorded assignments for each application 
and/or patent are shown. 



CHANGE OF PATENT MAINTENANCE FEE ADDRESS 



(check item if applicable) 

12. □ A change of address to which correspondence is to be sent regarding patent 
maintenance fees Is being sent to the Office separately. 



FORM 16-6 
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STATEMENT (37 CFR 3.31(a)(9)) AND 
SIGNATURE 37 CFR 3.31{a)(10) ) 



13. To the best of my knowledge and belief, the foregoing information Is true and correct 
and/any attached copy is a true copy of the original document. 

Date: t/ffe 



Reg. No. 24,175 

Tel. No. ( 216 ) 861-5582 



Richard J. Minnich 
(Name of party submitting document) 

(Signature of party submitting document) 









SIGNATURE OF ATTO 


WHY 1 



Richard J. Minnich 



Type or print name of Attorney 
1100 Superior Avenue, Suite 700 

P.O. Address 

Cleveland, Ohio 44114-2518 

FAY, SHARPE, BE ALL, FAG AN, MINNICH & . McKEE 



cr 
Cr. 

CC 



cn 

CD 



ASSIGNMENT (DOCUMENT) COVER SHEET [16-6] 
— ADDED PAGE I ) 



FURTHER APPLICATIONS) AND/OR 
PATENTS BEING ASSIGNED 

□ In re application: I 
Serial No.: 0 / 
Filed: 
For: 

CSX Patent: 4,812,482 



DETAILS OF PRIOR 
RECORDAL (IF ANY) 



International Reel 

Application Frame^_ 

PCT/ 

/ 

Issued: March 14, 1989 



Inventors: Mo ntaro, Fernando; Calata yud, Jose; Luna, Manuel 



□ In re application: 
Serial No.: 0 / 
Filed: 
For: 

m Patent: 3,982,002 



International Reel 

Application Frame. 
PCT/ / 
/ 

Issued: September 21, 1976 



Inventors: Montaro, Fernando; Vila-Coro, Antonio; Calatayud, Jos 



□ In re application; 
Serial No.: 0 / 
Filed: 

For: 

□ Patent: 



International 
Application 
PCT/ 
/ 

Issued: 



Reel 

Frame- 
/ 



□ In re application: 
Serial No.: 0 / 
Filed: 

For; 

□ Patent: 



□ In re application; 
Serial No.; 0 / 
Filed: 

For: 

□ Patent 



International 
Application 
PCT / 
/ 

Issued: 



Reel 

Frame. 
/ 



International 
Application 
PCT/ 
/ 

issued: 



Reel 

Frame.. 
/ 



ADD ADDITIONAL PAGE FOR FURTHER APPLICATIONS) AND/OR PATENTfS) 

BEING ASSIGNED 





AUMENTO. DE CAPITAL Y • MODIFIOACION DE 
ESTATUTOS. - ELMUQUIMICA- FARMACEUTICA, S . L. " . — 

NUMERO TRES MIL CIENTO CUARENTAjX, NUEVE • — - 
. EN MADRID, mi residencia, a- vei-ntinueve de 
Diciembre.de mil novecientos noventa tf. dos . 

/ ANTE .MI , MARIA .DE LOS. ANGELES- ESCRIBANO- RO- 
MERO, - Notario del Ilustre.Cole&io de Madrid, 

. COMPARSCEN — . — ■ ~ 

DON JUAN CARLOS DULANTO : SWAYNE , nacido el 8 

de Marzo de 1.942, casado, Abogado, y 

vecino de madrid, Velazquez- 75.- D.N.I. 

33.518..483 y-N.I.F- letra-P-. j 

DON LUIS CARLOS RODRIGO MAZURE, nacido el 
20 de Enero ce 1.929, casado, Abogado, 
vecino de Madrid, Velazquez 75.- D.N.I. 

01175302 y-.N.I.F.-. letra W. " 

,* INTERVIENEN • : 

... a). El primer'o -ennombre. y rfepresentaci6n de 

• la Compafiia Mercantil ELMUQUIMICA FARMACEUTI- 
CA,-. SvL." N.I.F. A-28-436822,' domic iliada en 

• Arg&nda.del Rey -(Madrid) - .Carreterar- Nacional 




f'.E^<iff'(i IsttVir- Marquis \i 



;W«77::1 jj 
F?x.:3$0<5 
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Ill, Km. 23, constituida per /tlempo indefinido 
- como Sociedad Anonima y con -la denominacion de 

ii.MEimuquimiGa^ -S.A."-- env escritura otorgada en 

r4Sdri : a p el^23Yd€P JvKicC^ieiai ^93i6V- ante el Nota- 

eb r^tP5K«?JRiaf*ael Nunez. Lagos, inscrita en el Re- 

<&fd£ft> ^Her&mti&^deioesfta J^\^coa f ~ealxCtomo 

- . 4i303. generalvt3.515 *de : la jseecion. 3 s . del Li- 
. bro . de JSociedades, folio, ,127,* .hoja - 33.793, 

- inscripcion l a ; cambiada su denorainacion- 
initiva por . la dei "Elmuquimica Far mac eu^ 

- S.A." el domicilio social y .el objeto s 
en. escritura otorgada en Madrid el dia 23 
Mayo 'de--lv99Qf -ante ,el Ncttario tDoit fjlariE^XSp^ 
lez. -Perez y transformada en Sociedad de Res- 

- ponsabilidad Limitada, en escritura otorgada 
en- Madrid t el dia 23 de Junio de 1.992* ante 

eO^-Notario * Don* Raut -Gonzalez ; Perez, inscrita 

en -e&* Regis tro -Mercantii -de *e sta -Pro vine i a , al 

- r rjecsnioi^ig , • foiion«l^. ;: seocioa ?8^i . ho ja.^ r 63585 , 

- 1 PUbl^ripaiom ^ — 

js;t;iSiefc halla legit imado rpaca .este acrto en vir- 
Ifindtud i^de^surrcargo deti:SsM\etar,io del £on&ejo de 



CO-' ' 





■* Administracion de, la Socifcdad,. cargo para el 
que . ha side nombrado por acuerdo del Consejo 
de-,Adminisrtr^ci6n,en : su.re-unton celebrada el 

- : dia 17 .de.Noviembre. de 1.392. .y elevado..a:;pu- 

- blicoi en escritura: otorgada en Madrid, - ante 
nmi, .-el .tU». d e hoy .y par acue**o : adopt ado:, por 

lai Junta General Universal, de. .socioa de. Oai So- 

- ciedad y.. el- .Consejo. de Administration,. %eh su 
• reunion*- ceiebrada el. dia :17* de; .Noviembre de 

1.992, segun acredita con certificacion expe- 
dida el -dia 22 :de Dicierabre de 1.992, por el 
propio compare'eiente en, su concepto de^ Secre- 
tary con . el Visto Bueno del Presidente , Don 
Luis Carlos Rodrigo -Mazure, que me • entrega y 
dejo unida a.esta matriz:, dando fe- yo, .el. No- 
tario, de *onocer las firmas y^bricas. que la 
autorizam-r--T — _ 

. Y,Don..Juan Carlos Dulanto tSwayne y Don 
Luis .Carlos. Rodrigo Mazure, ...nancomunadamente 
' «n : ..nombre^y.. representacion^ de ia -Compania 
|4e*cantil. , (3 fPROMOGIONES . -INDUSTiJiALES- Y 
SERVieiOS^S.A.^.domlciliadaoen Madrid, Plaza 
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■•■ del Conde del Valle de, Suchil 15, deiduraeion 
indefinida, constituida en escritura otorgada 
— en ^Madrid, el -dta 4= tie ••#uivlo---de>-*l^-9e2y-'an«e el 
Notarlo Don Antonio Uribe S6rribes>, v inscrita 
en el Registro Mercantil *:^e esra Frovinfcia, al 
torao, 31 general, 25 de la seccion ;3» . folio 
' - 163 n lio jav60-. 669^2 , • inseri jic*Sn - VI , F . A 

28774461, l-^^^j 

* ' Y-adaptados sus Estatutos-a- la^ vigeirte- 

de Sociedades -Anonimas^ envescrittira ^to^ 
en Madrid, el dia 15 :de Diciembre -de 
ante -el * Notario; 1 Don Agustin Sanchez Ji 
estando pendente de - inscripcion \ eh 
Registro Mercantile haciendoyo, el Notarial a 
este respecto la ; * fcportuna ^^advertehdia, 
I Insistiendo no *obstariteUlos comprarecierites en 

i^-^wraaiisaeion de estaveseritura 

r ii -v «6e-hai3ran >legitlffiad6s> para^^este #cto; en 
9:r.wUrfta^isti^cmi v ca*?go .«fc*' oconscjjerps *de la 
* i rrSocdfedad , x?argo ; t ique - -we?'-^ asfegiftw<^ e jfercen 
v actaialnamfcea y. pa^M^ufe ftte*oh nomterado^y en 
t an Ife- , proplta r * < • escpi'tng&nan <jfe '■ A . adaptations de 



m 




■r&m 
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segun manifiesta, por -di-versos titulos de los 
derechos de propiedad industrial, ccnsistentes 
en patentesy solicitudes- de patente y marc as 
que se 'enumeran . y valoran indi vi dual men te f ' en 
la relacion anexa a^ia .certificacion runida a 
esta matriz*-"- ;dV* ^a-r-^que :*<<£ormaxta.v parte 
integrante : y fundamental ;de ^a miana y que- los 
comparecienbesy - ^en-- * e*l ; '*'^oncepto -\:"en ; t --que 
intervienen declaran^onocer- y aceptar, por 
valw con juntb de ' SEISCIENTOS TBEINTA^ Y 

MILLONES DE PESETAS. s 

NO ME ACRED1TAN LOS • TITULOS DE ADQUISIGIOW 
DE LOS RESPECTXVOS DERECHOS - DE PftOPIEpAD 
INDUSTRIAL, PATENTESy SOLICITUDES Y MARC AS , 
rfcferidos y enumerados en* la relacion linida a 
esta matrix s haciendo yo f el Notario, a ~este 
f espec to^la- oportuna ^advertencia, INSISTXENDO 
i WO 1 ^-OBSTANTE . ! 1 1 *LOS S & GOMRARECIENTES J i *©n^ la 
— -formall^aci^n '*ie festa o&sbritura^ >^-^~^-i~ — 

wjj^ *^Que^*el^F -Capital — de ~la— Sociedad 

^Etolniultfica Fai^a&ddt&d; S£L. H -es de sete- 
itreirfta nfi3t£ones sil^fenta^irM ipese- 





'ill 

.Si 



It* 



to 
to 



tas representado por s.etepientas . treinta mill 
setecientas. participaciones sociales de ,-irJl 
pesetas de . valor nominal cada una, , nuraemdis 
correlativamente del .1 al Z30 r 7pp,. arobqe c in- 
clusive, integramente .suscri to, y .desembolsadfc. - 
— . IIX*~. Que la Junta General - .Uni.ver.saL, Ex- 
traordinaria -de *&qh1 9 b de la SociedacL.en su 
reunion celebrada iel dia 21. d^ Wj p.ifti^iore de 
1>.992 :adopto por unanimidad eh acu.erdft de 
hpiiar su capital t; jsociial en la . suma de 
^eiscientos treinta y nueve . anillones-; de 
aese.tas,. .raediante la -emision d.e seisqientas 
y- treinta > nueve mil psrticipacLones , .soqiales 
de mil pesetas de vag.pp nominal cada 3 un* de 
eilas^.iguales a las.ya exitentes P acumulables 
e indivisibles, . nuraeradas cpri^lativaraente. del 
.730^701, al_l.3e9.7Pp ambos, Inclusive, ,^endo 
* I suacrito idesembolsado^vintegrqmente , siv la 
- Xoraaa & propprcioA<rque. crista e*h ria j^fftl&Lca- 
... Aion. unida a esta naatriz y. q^e^e,.-^ vaqui por 
. r^producida a todos lps ,ef ejctps* para ^yitar 
• iflu -jjepe-tic ion . : . r ^„- r ^^«^ Tn __ t 
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IVo- Que -ejecutando los acuerdos: adoptados 
por dicha Junta General y deseando formalizar 
el negocio juridico expresadb; ere la referida 
certificacionunida a esta martrlz*: lo&- compare- 
cientes- en el concepto-- ^en * j que -Intervie- 



ws* 



OTORGAN — ' 

; PRIMBROi- Don <Juan : Carlos- Dulanto Sttayne, 
en nombre^'y repre sent ac ion *ie. "Elmuquiinie 
Farmaceutica, S*h;" fotfmaliza et aunterkto 
capital - socifeil^de la misma en • -la sunia^ 
SEISCIENTOS TREINTA Y "NUEVE • MILLONES 
PESETAS median te la em x si on' y -puesta eri circu- 
lacion^de* seise ientas treinta y nueve mil 
participaoiones sociales' de mi*l pesetas de 
valor mOmiiliBCr cadei \ih*a de-'elSLas^ rftimeradas co- 
' rrelativ&MAftte^del J 7^0^^01^tal.4l;i369;700 >«fiftnbos 
1 1 iiicl^J^f^a^^ y 

- feVbnonficofe Tf ^P ! lttfe <Yfc exife teh%^ l*^*^ --i 

* 1 SEGtiNDO » ^ QaeV el^&umentcr Me capi*a3/*^ueda 
^ ^s«scrit6 y £ ^e^ebft>olfe4d6 :j en 7 isti* tbtfclidad,; m e - 
f J \^x^J^^F^^ apoi-Laciw de^a T>iena ^tSiiaridad y 
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el dominio de la titularidad y i os dsrechos 
propiedad industrial consistentes en ijs 
patentes solicitudes de patente y ..marcas 
enumeradas-y^valoradas individualmente en el 
anexo de la- certificacion unida -a *sta matriz 

TERCERO.- "Promociones.-Industriales y 
Servicios.^.A.'. representada en este acto por 
Don Luis>,Carl68^. Rodrigo Mazure. : / Don Juan 
jfarlos 0ulanto Swayne.Dolciv.en. pagb^-de. las 
aarticipaclones^cque ha suscrttoy: aporta y 
' transmi te a la Scciedad emitente.: el pieno do- 
minio y i a titularidad de la .titularidad y de 
los derechos de propi^ a d4 industrial, 
consistente en las patentes, solicitudes de 
patente y .areas que se enumeran/y valoran en 
la relacion que se acompana a la certificacion 
\ unida a esta matriz y que se dan aqui por 
I reproducidos a *odos los Rectos, par* avitar 
SU «P*«ci«n*-por..i valor asignado:< y que 
consta en la certifi eaei6n esta fflatri2 

en la exposici6n de :esta cescritura que es 
igual al valor - con Junto, de-aas-^cciones *us- 
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£. Sofia T.st&s&^w/j- 
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critas, por dicha Compania. ,1 - 

La Sociedad "Alrauquimica. Farmaceutica, 
S.L." representada en .este acto por Don Juan 
Carlos Oulanto Swayrie* ACEPTA.Y..ABQUIERE. la. 'ti- 
tularidad y los derechos de .propiedad indus- 
trial consistentes en las patentes* solicitu- 
des t de: patente .y marcas -jcef erid&s, -ppr la. va- 
loracion atribuida ;QUE EXPHESAHENTE DECLARA 
CONOCER Y ACEPTAR, haciendo yo t el Notario, a 
este re spec to 9 la -oportima -advertencia, 
respecto a la falta de titulacion acreditadaj 
insistiendo no obstante en el otorgamiento :de^ 

esta escritura. — = L-Jl^ 

CUAKTO.- Que como consecuehcia del prece^ 
dente aumento de capital, . Don Juan Carlos Du- 
lanto Swayne en la representacion que os ten tan 
mpdifica^el- articulo. quinto de-.los. Estatutos 
Sociiales ,cuya .nueva redaccion ues como si- 




gue:^!r~fr.«? 



i- - ««AR«ICULO 5*«- ^El -capital -social es-.de MIL 
- TRESCIES TOS -SESENTA-.Y jtUEVJB JgLTOHBS SETECIEN- 




encuentra integraraente suscrito y 
desembolsado . . 

- - - -El capital -social esta divididcr en , UN- hi- 

- LLON- mESCIEWAS- SESENTk: frWUEVE: MIL SETECIEN- 
-SAS -(1.369.200). participaciones socials de 

ML PESETAS de valor nominal eada una de ella- 
s,. numeradas del 1 al *.3e9.700..«nbos inclusi- 
•ve,. : acuniulables e iadivisibles que -no podra 
incorporarse a titulos negoc-lal^s ni denomi- 
narse acciones" . _ 

SOLICITAN de los Sefiores Registradores Mer- 
yl cantil y de la Propiedad Industrial, practi- 
quen las pertinences operaciones registries. - 
Les hago l as reservas y advertencias lega- 
les, en particular, a efectos fiscales, l es 
advierto de las obligaciones y responsabilida- 
des tributaries ujue..les_^ncumben y de las con- 
secuencias de toda indole que se derivarian de 
la inexact! tud-de sus- deelaraciones, Ley 8/89 
de 13 de Abril. ; 

Leo esta escritura a los compared entes por 
renuncia que hacen de su derecho a verificarla 
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por si, del que les instruyo y hallanddl a con- 
forme prestan su asentimiento a lo-'^Offslgnado 

- y firman. ^ — -< ~ — * ~ 

.- " Y-.^yoV 1 .-Ho-tario,- — — ; — - r * V 1 

AOTORIZO — 

- este instrumentJo^fitilicoV dart^ : *&-de cuanto 
.'-?.eirel asevero y* <cbn€tf a^etf tres pl«fgcrs-xl^<:la- 

t V ; se septima, 's^rie 1X5 numeros «138051? €138052, 

- ; ; y el del prfesente Fi^tfet* la£^f iStfes 'W-Don^ 



Ml 





552?5?2?5 „^ TI ^ S . KEDICAMENTOS UN I VERS ALES S A 

representada por su lo^eie^ lH' concurre 
Gomez-Monche ViJes en v?rtud ^F?*?* 0 ' * °' Jos * Antonio 
conferee se archlva . ™da 

£"£ coipS?r^e concurring ™ 
indicada/y ^ r^resenS^e? SSS'STSitS socfS** ^ 

Consejo de Adn.inistraciJn de ?a SocieSaSf ** meiabros 

actuando co ffio SecSSrio S qui lo eTde°diSo AdD ^ ist ~<*°n, 
Carlos Dulanto Svayne. icho or 9 a, »<>» »• Juan 

^S^^ el «« « ««. el cual, 

consistiendo e n ^os e p Un ?o1 C s^^i e SI s: aPr0bad0 

2 *~ CONSEOJKWTR MODTPTrA^TQM ESTATm»a DT » 

3 -~ PROTOCQT.T 7ACIOW np ACOERnog. 

4 '~ BgPACCIOW. LEOTIIPa v APROBACTOM OE i. ACTA" 

a^~c^^ * ~ sobre los 

los siguientes acuerdos: ' ado P tandose ^ OHAHUJIDAD, 

Ampliar el capital social ria 1 = 
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MILLONES SETECIENTAS MIL PESETAS (L_. 
mediante la emision, a la par, de 5EISCIENT7 
MIL (639.000) nuevas participaciones social 
(1.000 Pts.) de valor nominal cada una, 
existentes, acumulables e indivisible 
correlativamente del al 730*701 al 1.369.7< 
inclusive. 




000 

JINTA Y 
de MIL PESETAS 
[guales a lafs ya 
:s, numeradas 
ambos numeros 



El aumento habra de llevarse a cabo mediahte aportacion no 
dineraria, concretada como se dira mas adelante. 



PR0M0CI0NES INDUSTRIALES Y SERVICIOS, S.A/ ALIANA, S.A y 
ESPECIALIDADES LATINAS MEDICAMENT0S UNI VERS ALES, S.A., unicos 
socios de la compania, renuncian expresamente a su derecho de 
asumir pref erente y proporcionalmente las participaciones de 
nueva elision, consintiendo en que el aumento de capital 
acordado sea asumido y desembolsado de la siguiente manera: 

- PROMOCIONES INDUSTRIALES Y SERVICIOS, S.A., representada 
este acto por D. Juan Carlos Dulanto Swayne y D. Luis CarloJ 
Rodrigo Mazure, en su condicion de Consejeros-Delegad 
mancomunados de la sociedad, facultados, adema 
expresamente por acuerdo de Junta General de la c 
aporta la plena titularidad y el dominio de los der 
propiedad industrial, consistente en patentes, scSfifciti 
de ^ patente y marcas que se enumeran y?T- 
individualmente, en el documento que se acom^ana 



go 



presente, formando parte integrante de la nism£'^ q}ie 
asistentes declaran conocer y aceptar. 



Si 9, 



to I 



,\0 



La total idad de los' derechos de propiedad inc 
aportados por PROMOCIONES INDUSTRIALES Y SERVICIOS, 
tienen un valor neto de SEISCIENTOS TREINTA Y NUEVE MlU^fes 
DE PESETAS (639.000.000 Pts.), importe en fel que se cifralla 
aportacion de PROMOCIONES INDUSTRIALES Y SERVICIOS, S.A. 

En consecuencia, las participaciones de nueva emision son 
adjudicadas, en su cbndicion de integramente desemboLsadas, de 
la sigviiente manera: 

~ PROMOCIONES INDUSTRIALES Y SERVICIOS, S.A. recibe 
SEISCIENTAS TREINTA Y NUEVE MIL (639.000) nuevas 
participaciones sociales, numeros 730.701 al 1.369.700, 
ambos inclusive. 
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A las anteriores aportaciones les resultara de aplicacion lo 
dispuesto en los articulos 8 y 9 de la Ley de Regimen Juridico 
de las Sociedades de Responsabilidad Limitada. 

2.- Como consecuencia del acuerdo anterior, modificar el 
articulo 5° de los Estatutos sociales, el m:lsmo que, en lo 
sucesivo, tendra la siguiente redaccion: 

" Articulo 5° .- El capital social es de MIL TRESCIEHTOS 
SESENTA Y NUEVE MILLONES SETECI ENTAS MIL PESETAS 
(1.369- 700.000 Pts.), y se encuentra integramente suscrito y 
desembolsado. 

El capital social esta dividido en ON MILLOSN TRESCIENTAS 
SESENTA Y NUEVE MIL SETECIENTAS (1.369.700) part icipaci ones 
sociales de MIL PESETAS de valor nominal cada una de ellas, 
numeradas del 1 al 1.369.700, ambos inclusive, acumulables e 
indivisibles, que no podran incorporarse a titulos negociables 
ni denominarse acciones." 



3. - Facultar con las mas amp lias atribuciones al Secretario 
del Consejo, D. Juan Carlos Dulanto Swayne, para que, en 
nombre y representacion de la sociedad, comparezca ante todas 
las autoridades pertinentes, particularmente ante Notario, y 
protocol ice los acuerdos adoptados por esta Junta que tengan 
el caracter de inscribibles, asi como para que, en general, 
realice todos los tramites necesarios hasta ultimar la 
inscripcion de los mismos en el Registro Mercantil, pudiendo 
suscribir al efecto cuantos documentos publicos y/o priyados 
sean necesarios sin * limitacion alguna, incluyendose 
expresamente le facultad de otorgar escrituras de sub^hacion, 
cuidando de insertar en la escritura publica de ampliacion de 
capital todos los documentos exigidos por la Ley, aun cuando — 
incida en la f igura juridica de autocontratacidn . - 

4. - Redactar y dar lectura al acta de la reunion, que es 
aprobad* por unanimidad y firmada por el Presidente y el 
Secretario. 
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No habiendo mas asuntos que tratar por 
levanta la sesidn a las trece horas del mis 



lia. 



Presidente se 



FiL£E DE CUAL EXTIENDO LA PRESENTE CERfr CFICACIftt row pi 

VISTO BUENO DEL PRESIDENTE, EN MADRI D / A TOTN^rmc 5 
DICIEMBRE DE MIL NOVECIENTOS NOVENTA YDOS ' VEI ^ ID0S DE 



Siguen dos fir mas. 



V«B« EL PRESIDENTE 
Luis Carlos Rodrigo 




EI/ SECRETARIO 
Juan Carlos Dulanto 





PATENTES 



REG. NO, 903.651 
CONC: 29/11/85 
PAIS: BELGICA 
VALOR: 20 MILLONES DE PTS. 



REG* NO. 2.573.071 

CONC: 14/11/85 

PAIS: FRANCIA 

VALOR: 60 MILLONES DE PTS, 



REG. NO. 670823 
CONC: 

PAIS: SUIZA 

VALOR: 20 MILLONES DE PTS, 



REG. NO. 1.184.670 
CONC: 28/10/87 
PAIS: ITALIA 

VALOR: 50 MILLONES DE PTS, 



<*[ [ (2-hidrcicy-l, 1-diametttyl- 
ethyl)amind] methyl], ben&eno 
methanol y / sus sales f / sus 
procedimientos / <j e 

preparacioh y utilizaci6n. 



a[ [ (2-hidroxy-l, 1-diamethyl- * 
ethyl) aminojmethyl], behceno i] 
methanol y sus sales, 
procedimientos 
preparacion y utilizaci 



ct[ [ (2-hidroxy-l # l-di; 
ethyl ) amino ] methyl ]t, 
methanol y sus sales 
procedimientos 
preparacion y utilizaciom 



<*[ [ (2-hidroxy-l, 1-diamethyl- 
ethyl ) amino] methyl ] , benceno 
methanol y sus sales, sus 
procedimientos ' <j e 

preparacion y utilizacion. 



- & 





"CICLESONIDE" 

- FRANCIA : Solicitud de 
Patente n° 91 10682: 

- ITALIA ; Solicitud de 
Patente n« 91A002296: 

- REINO UNI DO : Solicitud de 
Patente n* 9118967.0: 

- R- F. A, : Solicitud de 
Patente n* P4 1295358: 

- GRECIA: Solicitud de 
Patente n fi 910100353: 

- PORTUGAL; Solicitud de 
Patente n« 98897: 

- HQLANDA: Solicitud de 
Patente n a 9101472: 

~ BELGICA: Solicitud de 
Patente n« 9100816: 

- M2CEMBURGO: Solicitud de 
Patente n fi 88001: 

- JAPQN: Solicitud de 
Patente n» 227418: 

- AUSTRALIA- Solieitud de 
Patente h* 8368691: 

- SUIZA: Solicitud de 
Patente n* 02619-913: 

" R.-O..C , : Solicitud de 
Patente n' 15617/91: 

- CANADA : Solictud de 
Patente n« 2 .050. 812-4: 



11.500.000 Pts.l 

8.600.000 Pts. 
10.000.000 Pts. 
14.500.000 Pts. 

2.000.000* Pts. 

2.000.000 Pts. 

5.000.000 Pts. 

2.800.000 Pts. 
700.000 <Pts. 
30.000.000 Pts. 
5.000.000 Pts. 
2.800.000 Pts. 
2.000.000 Pts. 
9.300.000 Pts. 
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- AUSTRIA : Solicitud de 

Patente n» A1769/91: 2.800.000 Pts 

- U-S.A. : Solicitud de 

Patente n» 578942: 47.000.000 Pts 

SUBTOTAL: 156.000.000 Pts. 
"CETOV1NCA" 

- BENELUX: Marca n» 334058: 500.000 Pts. 

- R»F.A. : Marca n» 951540: 1.000.000 Pts. 

- FRANCJA: Marca n« 920766: 2.000.000 Pts. 

- ITALIA : Marca n« 321876: 1.000.000 Pts. 

- SOIZA : Marca n» 279288: 500.000 Pts. 
SUBTOTAL: 5.000.000 Pts. 

"OXOVINCA" 

- R.F.A. : Marca n« 963183: 1.000.000 Pts. 

- FRANGIA: Marca n« 924576: 2.000.000 Pts. 

- ITALIA: Marca n» 321877: 1.000.000 Pts. 

- SUJZA: Marca n« 279289: 500.000 Pts. 
SUBTOTAL: 4.500.000 Pts. 

639.000.000 PTS. 
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RELACION DE PATENTES, SOLICITUDES DE PATENTE Y MARCAS 
APORTADAS POR "PROMOCIONES INDUSTRIALES Y SERVICIOS, S.A 

Y VALORACION DE LAS MXSMAS 




"FEPRADXNOL, HCI" 

- BELGICA: Patente n s 903.651: 

- FRANCIA : Patente n* 2.573-071: 

- SUIZA : Patente n* 670.823: 

- ITALIA : Patente n* 1.184.670: 

- U.S.A . : Patente n* 4.812.482: 

- PORTUGAL : Patente n* 81.479: 

- JAPON : Solicitud de 
Patente n* 60-249.089: 

SUBTOTAL: 



20.000.000 Pits. 
60.000.000 Pts. 
20.000.000 Pts. 
50.000.000 Pts. 
147.000.000 Pts. 
10.000.000 Pts. 

90.000.000 Pts. 
397.000.000 Pts. 



"2 VIHCAMINE CETOGLOTARATE" 

- U.S.A. : Patente n* 3982002: 

- BELGIC A: Patente n* 823806: 

- R-F.A. : Patente n c 
P-2500599-6-09: 

- LUXEMBURGO : Patente n* 71545: 

- SUIZA : Patente n tt 593974: 

- FRANCIA : Patente n* 7430299 
(2283669) : 

- JAPC N: Patente n e 1093823: 
SUBTOTAL: 



28.000.000 Pts. 
5.000.000 Pts. 

9.000.000 Pts. 
1.500.000 Pts. 
4.000.000 Pts. 

15.000.000 PtS. 
14.000.000 PtS. 
76.500.000 Pts. 
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>;^firO. 4.812.482 



' 4/ C0tff£f: 14/03/89 
PAIS: U.S.A. 



VALOR: 14 7 MILLONES DE PTS 



REG. NO. 81.479 

CONC: 07/04/87 

PAIS: PORTUGAL 

VALOR: 10 MILLONES DE PTS, 



REG. NO. 60.249.089 
CONC: 

PAIS: JAPON 

VALOR:. 90 MILLONES DE PTS 



<*[ [ (2-hidroxy-l,i-diamethyl~ 
ethy 1 ) amino ] methyl ) , benceno 
methanol y sus sales, sus 
procedimientos de 
preparacion y utilizacion. 



<*[ [ <2-hidroxy-l,l-diamethyl- 
ethyl) amino] methyl] 9 . benceno 
methanol y sus sales, sus 
procedimientos de 
preparacion y utilizacion. 



<*[ t (2-hidroxy-l, 1-diamethyl- 
ethyl ) amino ] methyl J , benceno 
methanol y sus sales, sus 
proced imien tos cte 
preparacion y utilizacion. 




i 



REG. NO. 3982002 
CONC: 21/09/76 
PAIS: U.S.A. 

VALOR: 28 MILLONES DE PTS, 



Proced imien to de preparacion 
de 2 -cetoglutaratb de 
vincamina . Sustaricia que 
actiia como vaso dilatador. 



■mm 
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-CONC: 14/01/75 
PAIS: BELGICA 
VALOR: 5 MILLONES DE PTS 



REG. NO. P-2500599-6-09 
CONjE: 09/01/75 

yAI£R:Y 9 MItLONES DE PTS 



'•S3?''. 



DE PTS. 



^TVv : i^EG^NfO-v,: 1:593974 
? ^-^fe^ 31/08/7 7 

: ^?A;i§':s: suiza , .. 

,.. • VA1©R: 4r ►MILLONES DE PTS 



REG. NO. 7430299 (2283669) 

CONC: 21/07/78 

PAIS: FRANciA 

VALOR: 15 MILLONES DE PTS. 



Procediroierftfo de pre 
de 2^feifoglutara 
vmcamina. / Sustanc 
actua como Jraso dii* 



Procediroie^to de -preparacidn 
ae 2-c^tbglutarato de 
vincamina. Sustancia que 
actua como vaso dilatador: 



Procedimiento de preparaci 
de 2-cetdglutarato " 
vincamina . Sustanci. 
actua como vaso dilatrl 




Procedimiento de prep,_. 
de 2-cetoglutarato 
vmcamina. Sustancia qu& 
actua como vaso dilatador. 



Procedimiento de preparacidn 
de 2-cetoglutarato de 
vincamina. Sustancia que 
actua como vaso dilatador. 
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&E®\ NO. 1093823 
CONC: 

PAIS: JAPON 

VAIA)R: 14 MILLONES DE PTS« 



Procedimiento de preparacion 
de 2-cetoglutarato de 
vincamina. Sustancia que 
actua como vaso dilatador. 




REG. NO. 91 10682 
SOL. : 07/09/90 
PAIS: FRANCIA 

VALOR: 11,5 MILLONES DE PTS, 



Procedimiento de preparacion 
de nuevos esteroides de 
pregna-l , 4-dieno-3 , 20-diona- 
16-17-acetal-21 y sus 
metodos para el tratamiento 
de estados inf lamatorios. 



REG. NO. 91A002296 
SOL. : 07/09/90 
PAIS: ITALIA 

VALOR: 8,6 MILLONES DE PTS, 



Procedimiento de preparacion 
de nuevos esteroides de 
pregna-l , 4-dieno-3 , 20-diona-^ 
16-17-acetal-21 y sus 

metodos para el tratamiento 
de estados inf lamatorios. 



REG. NO. 9118967.0 

SOL.": 03/09/91 

PAIS: REINO UNIDO 

VALOR: 10 MILLONES DE PTS. 



Procedimiento de preparation 
de nuevos esteroides de 
pregna-l , 4-dieno-O , 20^di6na- 
16-17-acetal-21 y sus 
metodos para el tratamiento 
de estados inf lamatorios. 
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REG- NO. P41295358 
SOL, : 05/09/91 
PAIS: ALEMANIA 
VAIXDR: 14,5 MILLONES DE PTS, 



REG. NO, 910100353 
SOL.: 13/08/91 
PAIS: GRECIA 

VAIX>R: 2 MILLONES DE PTS. 



REG. NO. 98897 

SOL. : 09/06/91 

PAIS: PORTUGAL 

VALOR: 2 MILLONES DE PTS, 



REG. NO. 9101472 
SOL. : 30/08/91 
PAIS: PAISES BAJOS 
VALOR: 5 MILLONES DE PTS, 
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metodos para el 
de estados infl 



'reparacifen 
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Procedimiento de preparacidn 
de nuevos esteroides de 
pregna-l , 4-dieno-3 , 20-diona- 
16-i7-acetal-21 y sus 
metodos para el tratamiento 
de estados inflamatorios. 



Procedimiento de prep, 
de nuevos estetqiil 
pregna^l, 4-dieno^3v2of 
16-rl7-acetai-2i " ' 
metodos para el tratW«.« 
de estados infiamat&rliif 



Procedimiento de preparaei^h ? 
de nuevos ! :esteroales^aV 
pregna- 1 , 4^-dieno-3 , 20^di6na- 
l6-i7-acetal-21 y ^0s 
metodos para el tratamiento 
de estados inflamatorios. 




\. J y ;_; 

y RJ^,$JO. 9100816 
% rSxfc+y'' 02/09/91 
'"Pitts: BELGICA 
VALOR: 2,8 MILLONES DE PTS. 



Procedimiento de preparacion 
de nuevos esteroides de 
pregna-1, 4-dieno-3 , 20^diona- 
16-17~acetal-21 y sus 

metodos para el tratamiento 
de estados inflamatorios. 




REG. NO. 88001 

SOL. : 04/09/91 

PAIS: LUXEMBURGO 

VALOR: 0,7 MILLONES DE PTS. 



Procedimiento de pre'paracion 
de nuevos esteroides de 
pregna-1 , 4-dieno-3 , 20-diona- 
16-17-acetal-21 y sus 

metodos para el tratamiento 
de estados inflamatorios. 



REG. NO. 227418 
SOL. : 06/09/91 
PAIS: JAPON 

VALOR: 30 MILLONES DE PTS. 



REG; NO. 8368691 

SOL.: 06/09/91 

PAIS: AUSTRALIA 

VhlDRx 5 MILLONES DE PTS. 



Procedimiento de preparacion 
de nuevos , esteroides de 
pregna-1 , 4-dieno-3;^6rdxona- 
16-17-acetal-2i y susT 
metodos^para el tratamiento 
de estados inflamatorios. 



Procedimiento de preparacion 
de nuevos esteroides!^ ; d£v 
pregna-1 , 4-dieno-3, 20^aibha^ 
16-17-acetal-21 y /Stip; 

metodos para el trateuniento 
de estados inflamatoribs. 
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REG. NO. 02619-913 
SOL. : 06/09/91 
PAIS: SUIZA 

VALOR: 2,8 MILLONES DE PTS. 



REG. NO. 15617/91 
SOL. : 07/09/91 
PAIS: COREA 

VALOR: 2 MILLONES DE PTS, 



REG. NO. 2050812-4 
SOL.: 06/09/91 
PAIS: CANADA 

VALOR: 9,3 MILLONES DE PTS. 



REG. NO. A1769/91 
SOL. : 06/09/91 
PAIS: AUSTRIA 

VALOR: 2,8 MILLONES DE PTS. 
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de nuevos esteroides/de 

pregna-l. 4-dien3- 3 . 20-diJna- 
16-17-acetal-2l/ * y 7 SUS 

metodos para eft. tratamiento 

de estados . nOamatoriosi 



Procedimiento de preparacion 
de nuevos esteroides de 
pregna-l , 4 -dieno-3 , 20-diona- 
16-l7-acetal-21 y sus 
metodos para el tratamiento 
de estados inflamatoribs. 



nuevos esterd^e^jFde 

priegna^l , 4-dieno-3 ^dtef 
16-I7^acfet.al^2'i ' i- , $0lftSM«i 

ine todbs^para el tra' 
de estados inflama%bf? 



Procedimiento de preparaei^ 
de nuevos esteroides foe 
pregna-l, 4-dieno-3 , 2b-diona- 
16-l7-acetal-2i y sus 
metodos para el tratamiento 
de estados inflamatorios. ' 




REG* NO, 578942 
SOL.: 28/08/91 
PAIS: IKS.A, 

VAIX)R: 47 MILLONES DE PTS. 



Procedimiento de preparacidn 
de nuevos esteroides de 
pregna-1 , 4-dieno-3 , 20-dibna- 
16-17-acetal-21 y sus 

xnetodos para el tratamiento 
de estados irsf lamatorios. 
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MARCAS 



CLASE NO. REG, 



5 

5 
5 
5 
5 
5 
5 
5 
5 



334058 
951540 
920766 
321876 
279288 
963183 
924576 
321877 
279289 



(*) MILLONES DE PESETAS 




CONC. 

30/03/76 
22/11/76 
28/03/75 
22/04/80 
17/12/75 
28/09/77 
28/03/75 
22/04/80 
17/12/75 



PAIS 

BENELUX 
ALEMANIA 
FRANCIA 
ITALIA 
SUIZA. / 
ALEMANIA 
FRANCIA 
ITALIA 
SUIZA 
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D. JUAN CARLOS DDLANTO S WAYNE 
SECRETARIO DEL CONSEJO DE ADHINI STRACION DE 
"PROMOCIOKES INDUSTRIALES Y SERVICIOS, S.A." 



CERTIFlCQi 



Que en la Junta General Extraordinaria de Accionistas de la 
sociedad que represent© , celebrada con caracter universal, el 
dia 18 de Diciembre de 1992, con la asistencia de la totalidad 
de los accionistas luego de que aceptaran por unanimidad la 
celebracion de la Junta y los asuntos a tratar, se adoptaron. 
tambien por unanimidad, los acuerdos que constan en el acta a 
que dio lugar dicha reunion y que a continuacidn se transcribe 
literalmente en su integridad: 

r?«^ Madriii ' siendo las nuev e horas del dia 18 de Diciembre de 
i I' s 1 e , reune en el domicilio social, sito en la Plaza del 
Conde del Valle de Suchil, is la Junta General Extraordinaria 
ae la sociedad, estando presente la totalidad de los 
accionistas que representan la totalidad del capital social. 

Los asistentes aceptan por unanimidad constituirse en Junta 
General Extraordinaria con el caracter de Universal, sin el 
requisito de convocatoria previa, confonne a lo dispuesto en 
nL«fi~ CUl ° "w ? el Texto Re f u "dido de la Ley de Socredades 
Andnimas, aprobado por Real Deereto Legislative 15€4/89 de 22 
de Diciembre. 

Formada la lista de asistencia con arreglo a lo previsto en el 
articulo ill del Texto Refundido de la Ley de Sociedades 
Anonimas y Articulo 98 del Reglamento del Registro Mercantil 
se comprueba la concurrencia de todos los accionistas de la 
sociedad, titulares de la totalidad de las acciones: 

- SERVICIO IBERICO DE CONSULTORES , . S.A., titular de 9.000 

acciones, que representan el 75% del capital social 
representada en este acto por D. Juan Carlos Dulanto Svayne' 
en virtud de carta poder que, encontrada conformfe se 
arcniva, quien. concurre igualmente en su condicion de 
Secretario-Consejero de la sociedad y firma a continuacidn. 
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D. Juan Carlos Dulante Swayne, titular de 
que representan el 12,5% del capital social, 
igualmente en su condicion de Consejero de 
firma a continuacion. 




acciones, 
ien concurre 
sociedad y 



- D. Luis Carlos Rodrigo Mazure, .titular de lUoo acciones 
que representan el 12,5% del capital social, quien concurre 
igualmente en su condicion de Consejero y Presidente de la 
sociedad y finna a continuacion. F 

Con la concurrencia de los tres citados accioniWtas, que 
asisten personalmente en la forma antes indicada, s/ ?omprueba 
la presencia de la totalidad de los accionijstal de la 
sociedad, que representan la totalidad del capital sdfeial. 

A los efectos del articulo 104.2 del Texto Refundido/de la Ley 
de Sociedades Anonimas, se hace constar expresafaente que 
asisten igualmente, en su condicion de miembro delTconseio de 
Administracion de la sociedad, D. Carlos Rieckhof Dilci # 

/ * !• 

De conformidad con lo dispuesto en el articulo 110 del Texto 
Refundido de la Ley de Sociedades Anonimas, actua 
Presidente de la Junta, D. Luis Carlos Rodrigo Mazure 
Secretano D. Juan Carlos Dulanto Swayne, quienes 
dicnos cargos en el seno del Consejo de Administracion 

Se procede seguidamente a discutir acerca del Orde 
resultando aprobado el siguiente: 

"ORDEN DEL DIA 

1- AUTORIZACION PARA CO NCURRIR A LA AMPT.T ACION DE 
LA SOCIE DAD "ELMUOUIMICA FARMACEUTICA . S.T.""* 

2 ' REDACCION , LECTURA Y. EN SU CASO. APRQRACIQN PET. ACTA DE 



REUNION " 



El Presidente roanifiesta estar validamente constituida 
primera convocatoria la Junta con quorum y con capacidad 

o^in 1 -i^ e n- Par ^ tr ? tar Sobre los asuntos comprendidoren el 
Orden del Dia de la convocatoria, sin que se formule por los 

a JiK; n ? S reSer ^ a f ° P rotestas respecto de las anteriores 
man l testae lones del Presidente. 




ov 



% 





\£ r iM i ^- n ^ acion ' el senor Presidente sugiere pasar a trata 
^55S§?' o as «ntos comprendidos en el Orden del Dia 

'^^Ptandose POR UNANIMIDAD, con el voto favorable de la 
totalidad de las acciones que componen el capital social lo* 
sxguientes acuerdos: ' 

PRI^ROs Facultar expresamente a los tres miembros del Conseio 
de Administration de la compania, los Sres. D. Luis Carlos 

Sof D - Juan 031:103 01113,11:0 Swa * ne y D - c «i°s 

Riecttnof Dolci para que, actuando raancomunadamente, dos 
cualesquiera de ellos, puedan concurrir a la ampliacion de 
capital que tendra lugar, en fecha 21 de Dicieabre de 1992 en 
la sociedad "ELMUQUIMICA FARMACEUTICA, S.L.", mediante 
aportacion no dineraria, consistente en la aportacion de 
patentes, solicitudes de patente y marcas propiedad de la 
sociedad, aun cuando en los actos para los que se les faculta 
pueda darse la figura juridica de auto-contratacion. 

SEGOKDOs Aprobar, en este mismo acto. el acta de la reunion 
que se esta llevando a cabo, la cual es redactada y leida por 
el senor Secretario, siendo firmada a continuacion por el 
Presidente y el Secretario. 

Y no habiendo mas asuntos que tratar, se levanta la sesion por 
el Sr. Presidente siendo las diez horas." 

™™ PE DE 10 CDAL ' EXTIENDO LA PRESENTE CERTIFICACION EN 
MADRID, A 22 DE DICIEMBRE DE 1992 




Siguen dos fir mas . 



EL PRESIDENTS f EL SECRETARIO 

S X iS£^ X ^ n Juan Carlos Dulanto 

anoff 22*!* C0PIA EXACT* E INTEGRA DE SO MATRIZ, donde - 

^JS^cTI'l^ e^° * }? StaTO ? de "BLMDQUIMTCA — 

«. ^* ' en ocho pliegos de clase setrhima - 

serie OA nitoeros 1.819.099 y los siete liSlentS^'orll 
den correlative, en Madrid, el dia de su o^ga^Sn^.^Z 
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1B2364373 »./*. 



N.°0l 




SECCiON DE RE CTPCTON D E DOCUMENTOS 

rcvr.rro c!c Caja re." f foj m 



mm 



Trt£*o Clio sin ;nr> -.rij dt 5s \vH.*r*-.-irti^l 
d«;i citado juss!. !;:;:»;;. ac p. . 

Madrid 

Ei Jet'e dc la - 



MARIA DE LOS ESCR1BAN0 ROMERO, 

Notario ccl Kuctra Cclc-io Ce bedrid, cca resUcnda 
en la capital: 

Doy f& rr^r.;:t3^ea(E.cc r ia compnesta 

de IT ■■ fc -cs t ccncucrda tea sn original que me ha 
sido exhibido a eiectos de cotejo e identification. 




DuCUMliNTO Sm CUANT1A LEY 8/89 DE 13 DJS ABRU* 




llLUSTRE COLE&O NOTARIAL DE If ADRI& 

DEC AMA y n 
Legalizacton del signo. firma y rijbrica do 





_ Matdo GastSa 

JEFE DE LA SECCION DEL NOIARIADO 



Iff MAR 1993 



>P Teresa 





D./pa **** ^ ^ ^,^, rt| 




(Coovumtion de La Haye dei 5 ectebre *9Sil 
(Seat Demto 2433/19% 4*24* mto) 
Pais: Esfmm 

El prosente decameate p6bEj© 
Ha side tornado par 4*09* it&eft at ^ay 



4. 



&*smer err**,****) 
Aetoeixto eo catidad de NOTASIO 




Sw 8& MEKfeld 

?• Per a! 8es&aft 

& Com el aamero 

a Soife/tuobftis 
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FB DE I DENT ID A© 

YO, WSOSk OE LBS ^ JL?3 
Jel !!ti^tre Co!?$o ce Madrid con reUdtaefe M tl 

J)<)f3: « x . ...i .tr -i jnri^a: qre reproduce* el ( 
me ha 5.- v3 v^L;l>:Jj Cwtqo e ideniificad6r 

(faM* is FEB. 1533 





.".--.'."•:#OrfcjS* 
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To, S« Sofia &tim Sfcv$8<*, Inttrpreu Jurado del Idioma Inglis par 
nomBramiento del (Ministerio de Asuntos E^teriores del *Estado < Espahol, y 
miemBro activo de (a Asociacidn Americana de Imductores y de la Asociacion 
^jficumalde Traductores e Interpretes JudidaUs de Cos 'Estadas Utnidos, 

Certifico: 

Qfie las hqjas delpresente documento, que Sevan mi sello, rzediafirma y ef 
numero 93/013-O de mi protocolo, son traduction fid, a mi CealsaBery entender, 
de dickas hojas del (Documento Original adjunto, ddmismo mtmero, sella y media 
firnuL 

<f para que ad conste, firmo y pongo mi sello en (Madrid, a23 defeBmo de 1993. 



I, Sofia Sdarqnis, Certified "Translator of the "English 

Language By appointment of the Spanish (Ministry of foreign Affairs 
Active (MemBer of the American Translators Association and the 9&tiqhal >£5$§§y 
|C Association cf Judiciary Interpreters and Translators of the United States, i • ^"^i^v^* : '"^ll ; 



Certify: 



Iftat the pages of this document, hearing my seal, initials and the number 
92/Q08-O cf my (B&cord, are a true and faithful translation, to the Best of my 
Mility, of the attached pages of this Original (Document, Bearing the same 
v number, seal and initials. 



^fotestitnony whereof, I set my hand and seal in (Madrid, on (FeBmary 23th, 1993. 




^CREASE IN CAPITAL AND * EDIFICATION OF THE BY LAWS 



'ELMUQUIMICA FARHACEUTICA, 



ii.L." 



NUMBER THREE THOUSAND ONE HUNDRED AND FORTY NINE. 

IN MADRID, in my residence on the twenty-ninth day of 
December, nineteen hundred and ninety two. 

BEFORE ME. MARIA DE LOS ANGELES ESCRIBAMO ROMERO. Notary 
member of the Madrid Notarial Association 

APPEAR 



Mr. Juan Carlos DULANTO S WAYNE, born on the 8th of March. 
1942. married, Attorney and resident in Madrid, at 75 Velazquezjst.. 
bearing National Identity Document *33.518.483 and Fiscal 

Identification Code letter P. L__ 

Mr. Luis Carlos R0DRI60 MAZURE. born on the 20th of Janulry. 
1929. married. Attorney and resident of Madrid, at 75 Velazquez W.. 
bearing National Identity Document *0I175302 and Fiscal 
Identification Code letter w. 

THEY APPEAR 

a) The first one on behalf of and representing the Business 
Company "ELMUQUIMICA F ARMACEUTICA, S.L.", bearing Fiscal 
Identification Number A/28-436822, with registered offices in 
Arganda del Rey (Madrid), National Road III. Km. 23. established for an 
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indefinite period of time as a corporation under the name 
"Elmuquimica. S.A.". in public instrument executed in Madrid, on the 
23rd of June, 1976. before the Notary Public Mr. Rafael NUNEZ LAGOS, 
registered in the Government Register of Commercial Concerns of this 
Province, in General Volume 4.303. 3.515 of the Third Section of the 
Book of Companies, folio 127. page 33.793. first entry; changing its 
original name for that of "Elmuquimica Farmaceutica. S.A.. the 
registered offices and the corporate object in public document 
executed in Madrid on the 23rd day of May. 1990. before the Notary 
Public Mr. R 3U | GONZALEZ PEREZ, and transformed into a Limited 
Liability Company through public instrument executed in Madrid on 
23rd day of June. 1992. before the Notary Public Mr. Raul _ 
PEREZ, registered in the Government Register of Commerciajjto^r\ V 
of this Province in volume 3719. folio 61. 8th section, pap eWkf} I 

First entry. S>_ A v 

He is empowered for this act by virtue of his offtc^fc^^ 
Secretary of the Board of Directors of the Company, position to whlcT 
he was appointed by resolution of the Board of Directors passed in Jts 
Meeting held on November 17th. 1992. and public instrument executed 
in Madrid before me today, and by resolution passed by the General 
Universal Meeting of Shareholders of the Company and the Board of 
Directors, in its Meeting held on November 17th. 1992. as accredited 
through certification issued on December 22nd. 1992 by the appearing 
party himself, as Secretary, with the approval of the President Mr 
Luis Carlos RODRIGO MAZURE. which he delivers to me and which will 
remain attached to this original, and I the Notary certify that I am 
acquainted with the signatures and personal marks authorizing such - 



'CI/ ? 3 
Ana «*• Jua " Carlos OULANTO SWAVNE and Mr. Luis Ca-los 
RODRIGO M AZURE, joint.y on behalf of ana representing the Business 
Company "PROMOCIONES INDUSTRIALE5 Y SERVIC10S. SA" with 
registered offices in Madrid, at -15 Plaza del Conde de. Valie de 
SuchU. established for an indefinite period of time through public 
instrument executed in Madrid on the Hth da U of June. .982. bafon* 
the Notary e ut , lic nr. Antonio UR1BE SORR1BES. registered in the 
Government Register of Commercial Concerns of this Province in 
genera! volume 31. number 25 of the Third Section, folio ,53 page 

60.669-2. First entry. Fiscal Identification Code A 28/774461 

And having adapted its By Laws to the Companies Act in force 
though public instrument executed in Madrid, on December 15th .992 
before the Notary Pub.ic Mr. Agustin SANCHEZ JARA. pending 
registration in the Government Register of Commercial Concerns and 
I the Notary, issuing at this time the corresponding warning the 
appearing parties nevertheless insist on executing this public 
instrument. 

They are empowered for this act by virtue of their office as 
Members cf the Board of Directors, office which they assure me they 
presently hold and for which they were appointed in the same public 

instrument of adaptation of the By Laws. 

And they are specially empowered for this act by resolution of 
the General Universal Meeting of Shareholders of the Company in its 
Meeting held on November 24th. .992. as accredited through 
cert.fication issued on December 22nd. 1992 by the Secretary of the 
Board of Directors of the Company Mr. Juan Carlos DULANTO SWAVNE 
as Secretary of the Board, with the Approval of the President Mr Luis 



Carlos RODRIGO. which is delivered to me and which I leave attached 
to this original, and I the Notary certify that I am acquainted with 

the signatures and personal marks authorizing such. 

I identify them through their National Identity Documents which 
they show me. and they have, in my opinion, as they appear, the 
necessary legal capacity to execute this Public Instrument for the 
INCREASE IN CAPITAL AND MODIFICATION OF CORPORATE BY LAWS, 
and to such an end 



-SET FORTH- 



I. That "PROMOCIONES INDUSTRIES Y SERVICIOS. S.A." hpTd8 
absolute ownership as set forth through several titles, 
industrial property rights, consisting of patents and tra 
which are listed and assessed individually in the list attached 
certification attached to this original, and of which it will .... 
integral and fundamental part, and that the appearing parties, as the 
appear, declare that they know and accept such for a total sum of SI 

HUNDRED AND THIRTY NINE MILLION PESETAS. 

THE PURCHASE TITLES OF THE RESPECTIVE INDUSTRIAL 
PROPERTY RIGHTS, PATENTS. APPLICATIONS AND TRADEMARKS ARE 
NOT ACCREDITED TO ME. identified and enumerated in the" list 
attached to this original, and I the Notary, issuing to this respect, the 
adequate warning. THE APPEARING PARTIES NEVERTHELESS INSIST on 

the execution of this public instrument. 

IK- That the capital of the Company "Elmuquimica Farmaceutica. 
S.L." is seven hundred and thirty million seven hundred thousand 




if *E. Sofia 'jErfrc&w •wv-y.r.*~ ,\ 




'*«MltM represented !>y seven hundred and thirty thousand seven 
hundred company shares with a nominal value of one thousand pesetas 
each, numbered correctively from I through 730.700. completely 

subscribed and disbursed. 

III.- That the General Universal Extraordinary Meeting of 
Shareholders of the Company in its Meeting held on December 21st. 
«992. unanimously passed a resolution to increase it corporate 
capital in the sum of six hundred and thirty nine million pesetas, by 
issuing six hundred and thirty nine thousand corporate shares with a 
nominal value of one thousand pesetas each, equal to the existing 
ones, accumulative and indivisible, numbered correctively from 
730.701 through 1.369.700. completely subscribed an disbursed in the 
manner and proportion set forth in the certification attached to this 
original and which is deemed as reproduced here to all effects, so as 
to avoid repetition. 

IV.- That in carrying out the resolutions passed by said General 
Meeting of Shareholders and wishing to execute the legal transaction 
set forth in the aforementioned certification attached to this 
original, the appearing parties, as they appear 



-EXECW 



EIESL Mr. Juan Carlos DULANTO SWAYNE. on behalf and 
representing "Elmuquimica Farmaceutica. S.L." formalizes the increase 
of corporate capital of same in the sum of SIX HUNDRED AND THIRTY 
NINE MILLION PESETAS, through the issuance and circulation of six 
hundred and thirty nine thousand corporate shares with a nominal 

0981221 ..^^-*-» 



value of one thousand peseta* « * $ 
"0.70, througn , 369 00 1 ,1 nUmt,ere<3 C ° rrelati ^'a '™ 
-9ms as the eL ting l s 1 ^ P ° ,mCa ' " ~* 

- ce rt(fjcation ~i: the annex to 

IWIL "Promociones Industrials y Servicios sat 
•n this act bu Mr Liii* r a M o~ Jerv »cios s.A. represented 

nr. Luis Carlos RO0RIGO MAZURE ann , 

DULANTO SWAYNE DOLCI in , ' JUan CarJ ^ 

uolci m payment for the shar** K 
presents and transfers to th* * Ubsc J 

fee simmo f ! Um9 C ° mpan « abso ^ owners! a, 

ree simple of the industrial propertu rinhto If 1 

aPPMcatlon for patents and tra ^ " W 

accompany the certjfl , atjon ^^Z^Z '7 ^ 
are deemed to be reproduced to „, effects sol , ^ 

The company "Almuquimica Farmaceutica-s , - , 
represented in this act h„ m , maceut,ca S.L.- (sic) , 

ACCEPTS AND ACQUIRES the ^ S » A ^ 

ALUU,RES tn e ownership and industrial „ 
-sist^ on the paums £ ' a, P . perty rights 

mentioned above for the value th»„ trademarks 
DECLARES TO K N0 W A 0 ^EP 7 ~ " 
— . tbe correspond,. warn^^ ^ T ^ 



list 



2' 



CPA 



CD 




™L That as conseauence or the precIiZT 
-P.ta,. Mr . Juan Car|os with h ^ 

modifies Article Five of th» r P0Wers he n °'*>- 

on read as M uJ^^^^ ^ *»» <™ no w 

THREe" HUNDRED ^ND^S^XT Y^wiwf 6 CaPiU ' " ^ ^ ^> 

Pesetas 1 . 369 Too 00 7 7'^ ^ HU " ED TH0USAN ° 
disbursed. ^^_ a ™ - «rnp letelu subscribe<l and 

n Um6 ered corre,ati., u from £^ ^ 

and indivisible which ^ . '.^9.700. accumulative 

ins^s n0 r b ;: a :;;:;r;L":: c : rporated to -"«-.«. 

IUE£i3£2UESI of the Gentlemen RegistrarsofTT 
Agister of Commercial Concerns and t ho ■ „ Government 

to carru « the cor^JZZ^l ' 

g registration operations 

pa—;;;;:: ::: z reserves and ,e9ai — ; - 

o^gations and respond "If 7 ^ ^ * ^ 



1 read tn's public instrument tn th Q 
— ri 9 ht to veri, ~- " «* 

" * 't. t,e y consent to thai I I ^ ^ 



consent to that set forth and 



sign.- 
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AUTHORIZE 

«... PUb.ic instrument, certifuing an which , assert in such and 
wh,ch ,s comprised of three sheets or seventh Cass paper. Series ,G 
numhers 6,3805,. 6,38052. and the present one. Be.ow appear the 
signatures of Mr. Juan Car.os OULANTO SWAYNE and Mr. Luis Car.os 
RODRIGO MA2URE. Signed. Meascripano. Persona, mark. Sea, 



ENCLOSFn nr^ mr 




Marginal Note- 

Duty Applied. Additional Resolution Third. Act 8/89 dated AdhI 13th 
^«on Base: Pesetas 693.000.000 and 693.000.™ ^ *- 
AppteaMe Duty, number 2.4.5.7. and ReguUmon 8 

2 M ^ «*» - hundred 
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MR. JUAN CARLOS DULANTO SWAYNE 
Secretary of the Board of Directors of 
ELMUQUfMICA FARMACEUTICA S L 



CERTIFIES: 



representing an the corporate capita" shareh °'<'^- 



Those present unanimously agree to meet as r„„„„ c . 
Meeting. Universal in character without L™" Extraordinary 
notice, in agreement with th, re< "" rem e"t of advance 
the Limited^ clp^es Act ^ " Art ' C ' e ' 5 ° f "* T *« ° f 

^1^:1"^ aUendanCe " St - »"•'«•'*• »H the 

corpo^T capita, ° mPanU ' S V6r,fied - 0Wners ° f '00* of £ 



- PROtlOCIONES INfXJSTRIALES V SERVirinc; « * 

Corporate S hares. which S^^^^T* ,6 ' 500 
entity represented in this act by the nLber of B CaP ' ta '' 
Directors Mr. Juan Carlos OULANTO SWAYMF hf . S B ° ard 0f 
of empowerment which. ^ 
signs below. Ri 15 T,| ea. and who 



/ 



/ 



- ALIANA. S.A.. owner or 94 97 s m 10 
through 20,000, represent ingls/oT.t 6 '*.00l 
wh.ch equally attends represent./.,. . corporate capital, entity 

-tonic -.ernan.^ro^S w^stloT^ 

" S . A .. owner 

capita., wh0 attends represent t n . t 84 M 75 * ° f cor <>°™° 
Jose Antonio GOMEZ-rlONCHE tlr? k " ana9ins Direct or Mr. 
empowerment which, being found '^n t U VirtUe of a ,ette r or 
signs below. 9 round ln a 9reement, is filed, and who 

*«™ S rZ2ne? in 3 2 n „™ ° f thS ° nla three ^holders whj 
-00* of the corporate capitaL ^ """^ ab0V * an « «• rep^J 

^^"^h^,*^ *• LU'» Carlos RODR,^^ 
of the company. ' 33 members or the Board of, riirfctor 



Next the Meeting proceeded to discuss th„ a ^ 
after a brief discussion, was unanimousTu ^ "* the ° a9 - whi » 
following points: unanimously approved, consisting in the 



a\ ^ i — 

i Of 3 ^ 



il 



■^1 



Ml 







V^#sn c She Chairman suanpetoH h^i- 

Agenda for the Ty UN? S £ tUSi " eSS "*"*<' 
resolutions: ""ANirioUSLY passing, the following 



FIRST: To increase the corporate ranitai n r ... , 
set at PESETAS SEVEN HUNDRFn Ln *, If thS Com P an y- Presently 
THOUSAND (Ptas 730 700 00n T? ?i TY M ' U,0N SEVEN HUN( "*° 
HUNDRED AND THIRTY NInT MILLION to?"™""* °' PESETAS ™ 
sum of PESETAS ONF run I tT C ^ 639 - 00 °000.). to reach the 

™ *XTV NINE 

issuing at par value si* \uZr££ S (Ptaf - '-369.7000.-) by 
(639.000.-) new c^porau T ™ M ° TH ' RTY N,NE THOUSAND 
nomina. va ue each el to ^ , ° ° NE ™° USAND (Ptas - 'MO.) 

an. , MM , M ^z : : srs Tr 0 - 7 r mu,ative 

1.369.700. wreiauveig from 730,701 through 

2dS;.'" " e CarriM ° Ut "» ~tary contribution, as 

shareholders of th^pa^'e^ w^f?^ ^ the 
proportional rights to the e ' r P ref erential and 

increase in capital agreed upon I T, ^ consenti "9 that the 
following manner- P "* take " up and disbursed in the 

- PR0MOCIONES INDUSTRIALES Y SERVICIOS <; a 
empowered. ttZSTS^"™^ - 

^rs^EE* and - -- - - S£ 

Patents, and trademarks Ms ed « '^"^ applicati °"s for 
document accompanying the present o~ T • '" 
or same and which LV^Z^Z^T^ 




Consequently, the new shares issued are ai»ntto„ 

disbursed, in the following manner ^ 35 C0 ^ lG ^ 

- PROMOCIONES INDUSTRIALES Y SERVICIOS S A rfl 

rrs,r zzr»- • « > 

^ frequence of the above resolution, to modify Article s 
Corporate B« Laws, which from now on win read as rtnows! 

HUNDRED ANVsiX^VmuUrf ^ THOUSAND THRE 
(Pesetas .^o2£,^^^^ 

™^H^^^ HUNDRED J 

With a NOM.NAL VALUE OF ^HOUSA^ ST'' "*# 
correlative^ from I through . 369 TOO I accl,f, J ***• " umbere " 
which cannot he i.orporaL ^^SZ^^ 

£ - n ^r D^ s s p :oTai * Lr aru or the s °-- 

the Company, he appear before aN r^cessaVu autta representin 9 
before a Notar U Public, and record off" a, g^th S l W,culafl » 
tn,s Meeting which in character mag be Roistered - T 6 " " U 
Penera,. to ta.e an the steps necessa^S StTlTuS 




.•<*lf 



|, "E. Sofia T,stW!K •w--™ x- % 

" • ^-^^^ ;v., ,, 



^^^ation of same in thP ^ 
»^rns. B ein g ab ,e to sign toZT^JT^ * C ° mmerCia ' 
private documents as necessaru w*L man!f public and/or 

Eluding the power to execute" ouZ i UmiiaU °°- 
errors, taking care to insert in Z . 1 aocuments f »r correction of 

'XToTTLLn^ PRESENT CERTIFICATE WITH THE 
™ OP OECE^ N r^ 



Two signatures follow. 



Approval of the CHAIRMAN 
Luis Carlos RODRIGO 



THE SECRETARY 
Juan Carlos DULANTO 



"FEPRADINOL. HCI" 

-BELSmi Patent - 903.65.: 

" FRANr fc Patent * 2.573.071 = 

~ miZEBLAm- Patent * 670.823= 
~HAL£i Patent* 1.184.670= 

"M£EL5lM£Si Patent - 4.812 482: 
-EQBEUSALi Patent - 81.479: 
-J££m Application for 

Patent - 60-249.089= 

SUBTOTAL: 

°2 VINCAMINE CETOGLUTARATE" 

- Vmm STATFt Patent - 3982002: 

- BELGJMfc 

- D.F.R : 

- mpmJm. 

- FRAKtrp: 

- JAPAN: 

SUBTOTAL- 



Ptas. 20,000.000 
Ptas. 60.000.000. 
Ptas. 20.000.000. 
Ptas. 50.000.000P. 
Ptas. 147.000.000 
Ptas. io.OOj 

Ptas. 90 
Ptas. 397; 



Patent * 823806= 
Patent - P-2500599-6-09-- 
Patent - 71545: 
Patent * 593974= 



Ptas. 28i0pjQV0Jjr 
Ptas. 5#OOJ06o 
Ptas. 9.000.000 
Ptas. 1.500.000. 
Ptas. 4.000.000. 




Patent 7,30299 (2283669): Ptas. 15 . 000 . 000 

Ptas. 76.500.000. 



V^>*C£ESONIDE' 



- PRANCf- 



- X T A tY j 



Application for 
Patent * 91 10682: 

Application for 
Patent * 91A002296: 



UNiTFn KfN^p^ri- Application for 

Patent * 91 18967.0: 



~ D-F.R : 

- 5REFCF- 

- PORTUGAI : 

- HOU ANin: 

- JAPAN|: 

" AlglBAlJA: 
- SMTZFRI ANjrt: 



Application for 
Patent * P4 1 295358-- 

Application for 
Patent*9 1 -100353: 

Application for 
Patent * 98897: 

Application for 
Patent* 9101472= 

Application for 
Patent * 8800 1 : 

Application for 
Patent * 227418: 

Application for 
Patent* 8368691: 

Application for 
Patent *026I9-913: 



Ptas. 1 1.500,000. 
Ptas. 8,600,000. 
Ptas. 10,000.000. 
Ptas. 14.500.000. 
Ptas. 2.000.000. 
Ptas. 2.000.000. 
Ptas. S.OOO.tto. : 



Ptas. 700.000. 
Ptas. 30.000.000. 
Ptas. 5,000.000. 
Ptas. 2,800,000. 



C981321 



li ^ Sofia f^ r ,;-^^r% 




- R.O.C.: 



- CANADA: 



- AUSTRIA: 



Application . >r 
Patent * 15617/91: 

Application for 
Patent* 2.050.812-4: 

Application for 
Patent* A 1769/91: 



- UNHTP STATFS: Application for 

Patent* 578942: 

SUBTOTAL: 



"CETOVINCA" 

- fiFjj£L.UX : , Trademark *334058: 
" P*F. R . : . Trademark * 951 540-- 

- FRANCE : Trademark *920766: 
" 1TAL . Y: Trademark *32 1 876: 

- SWIT^FRj ANp: Trademark *279288: 
SUBTOTAL: 



"OXOV1NCA" 

- P.F.Rv 

- FRANCF: 

- ITALY: 

SUBTOTAL: 
TOTAL- 



Trademark * 963 183: 
Trademark *924576-- 
Trademark *321877: 
Trademark *279289: 
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Ptas. 2.000,000. 
Ptas. 9.300.000. 
Ptas. 2.800.000. 



Ptas. 47.000.000. 
Ptas. 156.000,0 

f3 £,< 



Ptas. 5SO©.0 
Ptas. l.od 
Ptas. 2.000, 
Ptas. 1 .OOO.OO^f. 
Ptas. 500.00 
Ptas. 5.000.000 



Ptas. 1.000.000. 
Ptas. 2.000.000. 
Ptas. 1.000.000. 
Ptas. 500.000. 

Ptas. 4.500.000. 
Ptas. 639.000.000. 




mm 



i> *£• Sofia -T.r^n^ >"" \ 

- T||| ^ — 1 ; ;<c<?b U • ■ 



• V .v 
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Translators Note: 



The following pages, entitled PRTENTES, numbered 1 in } through 9 
(f5) are not translated upon Client's request. 



981341 




33} 



-7 »'*>'? 



',-2'*;. < 
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^0^^ CARL0S DULANT0 WAYNE 

■PROHnr ITJ' ™ E B0ARD 0F DIRECTORS OF 
PROMOCIONES INOUSTRIALES Y SERVICIOS. S.A.- 

C E H T if i r <=■ 

company rrepre e sem a, hoM ra ° rdinara " eetin9 0f of the 

"In Madrid, at nine hours of the 18th da„ nf n« ,jl 

Sucmi wi?h ,h '"t, 00 " 1 ^ a < '5 Plaza del Conde <&v. 
cCate c^ui' Share "°'^ P-sent representing 

1 564/89 dated oTel er 22nd PPr0V6d bH U9,S ' atiVe R °« al decree 

or the Regulations or IS. ^r^^Tt^" 98 

Concerns attendance of all the shareholder^ of ,t " mmercial 
verified, owners of all the shares: arenolaers of th e Company is 

- SERVICIOS IBERICOS DE CONSUL TORFS « a . 

which represent 75* of the ^ZaU cnlt77 °' 9 -°°° 
act Oy Mr. Jua n Carios MuJ^g'^JX^J™* 
empowerment which, heing found in agreeme t Ts ,e°d n "w 'o ° 
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^tSiow 35 SeCretar «- Mem "- °f «•» Board of the Compaq and 

- Mr. Juan Carlos DULANTO SWAYNE. owner of I 500 shares 
represents ,2.5* of the corporate capital, who equaNy attends 
as Member of the Board of the Compaq and who signs belol 

- Mr. Luis Carlos RODRIGO MA2URE. owner of I 500 shares 
representing ,2.5* of the corporate capital, who equally attends 

sfgnsTe'ow" "* **" " ° f °* Com ^ « ^ 

To the effect of Article ,04.2 of the Revised Text of the Companies 

hnM? k Secretary. Mr. Juan Carlos DULANTO SWAYNE who 

hold such positions within the Board of Directors. OWAYNt - wh0 

Next the Meeting proceeds to discuss the Aaenda for th„ n, 
approving the following: 9 3 f0r the Da ^ 

* AGENDA FOR THE DAY 




•aBUH)[MirAFAHMA m n-|rA «, 



2- PRAWia 

JHE M IN, fTFS OF THF M FFT | r , g . 



The Chairman declared the Meeting validly come to upon firs, 
summons with quorum and with sufficient capacity to deal with he 
busmess mcluded in the Agenda for the Day of the notice a^t^f 
present did not set forth any reserves or P otesta ions eg a r l " 
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above declaration of the Chairman. 



Then the Cha.rman suggested passing on to other business included in 
the Agenda for the Day, UNANIMOUSLY passing, with the aye vote of 
all the shares comprising the corporate capital, the followinq 
resolutions: a 



FIRST: They expressly empower the three members of the Board of 
V Directors of the Company. Mr. Luis Carlos RODRIGO MAZURE. Mr Juan 
Carlos DULANTO SWAYNE. and Mr. Carlos RIECKHOF DOLCl 
acting jointly whichever two of them, they may appear 
increase in capital which will take place on December 21st 
the Company "ELMUQUIMICA FARMACEUTICA. S.L " thro 
monetary contribution, consisting in the presentation of, 
applications for patents and trademarks property of the 1 
even if the acts for which they are empowered may entail 
figure of self-engagement. 

SECOND: To approve in this same act the Minutes of the Meeting beiig 
held, wh.ch are drawn up and read by Mr. Secretary, being then sign! d 
by the Chairman and the Secretary. " 

And there being no further business to discuss, the Meetinq 
adjourned by the Chairman at ten hours." ' 

IN WITNESS THEREOF. I ISSUE THE PRESENT CERTIFICATE IN MADRID 
ON DECEMBER 22ND. 1992. ' 




Bear s two signatures.- 



THE CHAIRMAN 
Luis Carlos RODRIGO 



THE SECRETARY 
Juan Carlos DULANTO 



•J 

M 



'.cm 



THIS IS FIRST COPY EXACT AND COMPLETE OF ITS ORIGINAL where I 
leave note of this Notarized Copy, which I issue upon request of 




l '^t*QU[MICA FARMACEUT ICA, S.L." in eight sheets of seventh class 
paper. Series OA. numbers 1.819.099 and the following seven in 
correlative order, in Madrid, of the day of its execution. 



Clears two iUegiSU signatures and the stamped seal of the Madrid 9{ptariat Offices of 
Maria de Cos Angeles t Escri6ano tRpmero on each page.) 



DOCUMENT RECEPTION SECTION j 

On January 29, 1993, the party 
concerned presents payment voucher, 
promissory note 228, CashSer Register 
P108, settlement number — , for the 
Transfer Tax. For a sum of Pesetas 
6,390,000 

Madrid, January 29, 1993. 
The Head of the Section 



(Bears illegible signature) 



MARIA DE LOS ANGELES ESCRIBANO ROMERO 
Notary member of the Madrid Notarial 
Association, with residence in the Capital 
City: r 

Certifies: That the present xerocopy 
comprised of 17 folios, a 9 rees with the 
original which has been presented to me 
for identification and comparison. 
Madrid, February 9, 1993. 

(Bears two illegible signatures). 



Translators Note: 

The foisting page is not translated upon Client's 



ENTsncenoN certification 



, - \* 



MARIA DE LOS ANGELES ESCRIBANO ROMERO. 

*t«y »«*er of the Madrid Notarial Association 
With residence in the capital city: 

been T ^ WhiCh * rs > r °*>«'l and which has 
cZrUor"" " ~ "-""cation and 

Madrid, February 15, 1993. 
(Bears two illegible signatures) . 



l\ TRcrit«T---« - ?| 




CEinracG que la preseme es una 
I CERTIFY Stat this is a true 
trs&ccion fieJcfel texto original 

tefe'aSon fcom the original 
enjmtEg. 1 SPANISH texL 

*-"- 3 - ia£&. 




0981402 



EEGI../ 




ii^Sio r & ffi^M? «**f . sowaxo DEL 

tocopias unidas a S^^TT^U ° ? ue treinta ± 0 

ellas van eltendiSS L q *Z ten f° a la vi sta. Todas -T 

0981960, 0981Q80 OQ«J"2?£ .0981900 ,0981920 ,0981940 
0981038 olilolsloqii??! 'SIS 8 * 0 '0981830 ,C?8I018 
0981181 0981206 09^1? 'SSJS?? »°»W .0981138 
0981301 , 0981321 OQftSi 'SS 1241 '0981261 ,0981281 
7 el preleote nt^S&L '0981362^ ,0981382 0981402 
bricadoso—- .!----::_r2?^? 6 ' 2f d ff° sellados yft. 





DOCu&STO SIN CUAMA 



0983586 



RECORDED 
PATENT AND TRADEMARK 
. OFFICE 



3. 
4. 



7. 
& 



AVOW? < 0 lr;rWi J?ci4n 6njcJs j 
(Co.-,V". !l .'<..i. d'- i - <i u 3 „ , :.. c irr ,. 

(H. ..: ;>..Lr: t « 2433/4973. « 2 u**ct^) 
S. Paf3: Espaiia 

El f.:^z:'.nU'. 'iecKments paMir© 

- r q r ft (Yo.pe^^Jj: 

Con ei auntie **** f 

Selte/iinibre: 19 , Firuua . 



k 1 1 i#3 




Mwrfm da b Amto Diretfto en fcnrioaes A, flL M 
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Commiss 



08-11-1998 



01 FC:581 



FORM PTO-1595 

(Rev. 6-53) 

100789529 

To tht Honorable Commissioner of I 



1 . Name of conveying Party(ies): 
ELMUQUfMICA FARMACEUTICA 



Additional namefo) of conveying partyts) attached? 




1GNMENTS Washington, D.C. 20231 
OVER SHEET us. department of commerce 

>NLY Palenl tod Tratknart Office 

Please record the attached original documeitt or certified copy thereof. 



3. Nature of conveyance: 

H . □ 

Assignment Merger 

□ □ 

Security Agreemera Change of Nnnc 

□ 

Other 



Execution Date: June 8, 1998 



2. Name and Address of receiving Party(ies): 

Namc:BYK GULDEN LOMBERG CHEMISCHE FABRIK GmbH 
Street Address: Byk-Gulden-Strasse 2 
City D-76467 KONSTANZ 

Country: GERMANY 

Additional name(s) & address(es) attached? □ Yes H No 



4. Application number(s) or patent number (s): 
If this document is being filed together with a new application. 



A. Patera Application No. (s)/ Application Date 



llie execution date of the application is: 

H. Potent No.(s)/Patent Date 
fi.482.934 issued on January 9, 1996 



5. Name and address of parry to whom correspondence 
concerning this matter should be mailed: 

Jacobson, Price, Holman & Steal 
400 7th Street, N.W. 
Washington. DC 20004 
Tel. 202-638-6666 



Attorney Docket No. P57770A 



6. Number of applications and patents involved: 



7. Total fee (37 CFR 3.41) $ 40.00 

H Enclosed 

Any deficiencies in enclosed fees are authorized 
to he cliarged to deposit account 



K. Deposit Account No.: 06-1358 

; Ait.vii ttuj*ifc*tc a\r? of this page if psying by deposit account): 



.O NUT USE THIS SPACE 



9. Statement and Signature. 

To the best of my knowledge and belief, die foregoing inlnni <atiun is i rue ami cur net and any attached copy is a I rue copy of the 
original documeTU. 



M/07/1998 1MGUYEH 00000109 54*2934 



40,00 OP 
IpvinM. Aisentare H9.W7 



J- 



August 3. 1998 



Name of Person Signing / Reg.# V Signature / Date 

Total number of pages including cover sheet, attachment, and document: | 2 



jph&s 103 12^3 



PATENT 
REEL.: 9367 FRAME: OOOl 



E009US0 



^iSSIGNMENT 



WHEREAS, ELMUQUlMICA F:\RMACfcUTICA, S.L., a Spanish company 
having its place of business at Carretera Nacional III, Km 23, 
28500 Arganda del Rey (Madr:.d) Spain, is the owner of the entire 
right, title and interest for United States Letters Patent 
5,482,934, issued January 9, 1996, for PREGNA-1, 4-DIENE3, 20-DIONE- 
16-17-ACETAL-21 ESTERS, PROCESS FOR THEIR PREPARATION, COMPOSITION, 
AND METHODS FOR THE TREATMENT OF INFLAMMATORY CONDITIONS; 

WHEREAS, the German f :; rm of BYK GULDEN LOMBERG CHEMISCHE 
FABRIK GmbH of Byk-Gulden-St rape 2, D-76467 Konstanz, Germany, is 
desirous of acquiring the entire right, title and interest in and 
to said United States Letters Patent 5,482,934. 

NOW, THEREFORE, in consideration of the sum of One Dollar and 
other good and valuable consideration paid by the said BYK GULDEN 
LOMBERG CHEMISCHE FABRIK GnoH to said ELMUQUtMICA FARMACfeUTICA, 
S.L., of which receipt is hereby acknowledged, the said ELMUQUlMICA 
FARMACfeUTICA, by its undersigned duly authorized officers, hereby 
sells and assigns its entire right, title and interest in and to 
said United States Letters Patent 5,482,934 to the said BYK GULDEN 
LOMBERG CHEMISCHE FABRIK Gmb 1, its successors and assigns. 

Signed this 8 day of June , V \ , 1998. 

rr rM~ 



Dr, J. Martorell 




A. Ruiz Trueba 



June 



1998. 



Witnessed this 



8 



day of 



June 



1998. 




A.- H Rffiz""PErmu.y 



RECORDED: O8/05/1998 



PATENT 
REEL: 9367 FRAME: 0002 



Washington, D.C. 20231 



u<4 - ! u - >:uuo 

Commissioner of Patents & Trademarks |. n . ^ tl „, „.., .,„. „„. 

Form PTO- 1 595 RE 111 Mil III 111 III ill! Ill ill III 11 HI U.S. DEPARTMENT OF COMMERCE 

(Rov. 03/01) *j 0241 5996 U.S. PATENT AND TRADEMARK OFRCE 

To the honorable Commissioner of Patents and Trademarks; Please record the attached original document or copy thereof: 



1 . Name of Conveying Party(ies): 

Byk Gulden Lomberg Chemische Fabrik GmbH 




name{s) of conveying party(ios) attached? LJ Yes 



□ v 



I No 



2. Name and Address of Receiving Party(ies): 
Name: Altana Pharma AG 

Street Address: Byk-Gulden-Stral3e 2 

Street Address: 

City: Konstanz 

State/Country: Germany Postal Code: D-78467 



Additional name{s) and addresses attached? Yes 



I No 



3. Nature of Conveyance: 
O Assignment 
D Security Agreement 
C Merger 



■ Change of Name 
□ Other: 

Execution Date: 07012002 



4. Application Number(s) or Patent Number(s): 

D Assignment is being filed together with new application and the first execution date of application is : 
H Application has been filed already and the application filing date is: 



A, Patent Application Number(s): 



B. Issued Patent Number(s): 
5482934 



Additional numbers attached? 



□ 



Yes 



No 



5. Name and address of party to whom correspondence 
concerning this matter should be mailed: 

CUSTOMER NUMBER 00136 -or- 

JACOBSON HOLMAN PLLC 

400 Seventh Street, N.W. 
Washington, D.C. 20004-2218 
Tel. 202-638-6666 



Attorney Docket Number: P57770A 



6. Total number of applica- 
tions and patents involved: 



7. Total Fee (37CFR 3.41): 
I Enclosed 



$ 40.00 



Any deficiencies in enclosed fees are 
authorized to be charged to Deposit 
Account No. 06-1358. 



DO NOT USE THIS SPACE 



8. Statement and Signature: 

To the best of my knowledge and belief, the fy 
copy of the original document 



Irwin M. Aisenberg 



19,007 



Name of Person Signing, Reg. No. 




information is true and correct and any attached copy is a true 



April 7, 2003 



/ JCH 103-2/02 

M10/E033 6T0H11 00000018 54K934 



Signature J Date 

Total number of pages including cover sheet, attachments, and documents: 



01 FC:8 81 



40.00 0> 



PATENT 
REEL: 013922 FRAME: 0540 
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REEL: 013922 FRAME: 0541 




PATENT 
REEL: 013922 FRAME: 0543 




RECORDED: 04/07/2003 



PATENT 
~REEtr0t3922 FRAME: 0544 



EXHIBIT B 



Back toM1 TOC 



Back to M2 TOC 



Aventis Pharmaceuticals 




Aventis 



April 20, 2005 

Cheryl Czachorowski 

Senior Manager, Regulatory Affairs 

ALT ANA Pharma US 

210 Park Avenue 

Horham Park, NJ 07932 



Dear Cheryl: 

With this correspondence, Aventis agrees to authorize ALT ANA Pharma to reference and FDA 
to access any information in IND 53,391 (ciclesonide metered dose inhaler) or NDA 21-658 
(ALVESCO™, ciclesonide metered dose inhaler) for the review of the planned ALT AN A NDA 
submission of the ciclesonide nasal spray (IND 65,488). 

Please be advised that Aventis Pharmaceuticals considers all information in IND 53,391, NDA 
21-658, and IND 48,652 to be trade secret and/or confidential commercial information exempt 
from public disclosure as provided in §312.130 & §20.61 of Title 21 of the Code of Federal 
Regulations. 

If you have any questions, please don't hesitate to contact me at (908) 304-6431, or in my 
absence, Dr. Steve Caffe at (908) 231-5863. 



Sincerely, 



Daniel M. Bolhkg', Ph.D. 
Director 

US Regulatory Affairs 
Aventis Pharmaceuticals Inc. 




Aventis Pharmaceuticals Inc. • www.aventis.com 

200 Crossing Boulevard • PO Box 6890 • Bridgewater, NJ 08807-0890 • Telephone (908) 304-7000 
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OMNARIS 

(ciclesonide) 

Nasal Spray, 50 meg 

For intranasal use only 



DESCRIPTION 



The active component of OMNARIS Nasal Spray is ciclesonide, a non-halogenated 
glucocorticoid having the chemical name pregna -l,4-diene-3,20-dione, 16,17-[[R- 
cyclohexylmethylene]bis(oxy)] - 1 1 -hydroxy-2 1 -(2-methyl- 1 -oxopropoxy)-,( 1 1 p, 1 6a)-. 
Ciclesonide is delivered as the R-epimer. The empirical formula is C32H44O7 and its 
molecular weight is 540.7. Its structural formula is as follows: 



Ciclesonide is a white to yellow-white powder, practically insoluble in water and freely 
soluble in ethanol and acetone. OMNARIS Nasal Spray is a metered-dose, manual-pump 
spray formulation containing a hypotonic aqueous suspension of ciclesonide. OMNARIS 
Nasal Spray also contains microcrystalline cellulose, carboxymethylcellulose sodium, 
hypromellose, potassium sorbate and edetate sodium; and hydrochloric acid to adjust the pH 
to 4.5. The contents of one 12.5 gram bottle provide 120 actuations, after initial priming. 
Prior to initial use, OMNARIS Nasal Spray must be gently shaken and then the pump must 
be primed by actuating eight times. Once primed, each actuation of the pump delivers 
50 meg ciclesonide in a volume of 70 microliters from the nasal actuator. If the product is 
not used for four consecutive days, it should be gently shaken and reprimed with one spray or 
until a fine mist appears. 
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CLINICAL PHARMACOLOGY 



Mechanism of Action 

Ciclesonide is a pro-drug that is enzymatically hydrolyzed to a pharmacologically active 
metabolite, C2 1 -desisobutyryl-ciclesonide (des-ciclesonide or RM1) following intranasal 
application. Des-ciclesonide has anti-inflammatory activity with affinity for the 
glucocorticoid receptor that is 120 times higher than the parent compound. 

The precise mechanism through which ciclesonide affects allergic rhinitis symptoms is not 
known. Corticosteroids have been shown to have a wide range of effects on multiple cell 
types (e.g., mast cells, eosinophils, neutrophils, macrophages, and lymphocytes) and 
mediators (e.g., histamine, eicosanoids, leukotrienes, and cytokines) involved in allergic 
inflammation. 

Pharmacokinetics 
Absorption 

Ciclesonide and des-ciclesonide have negligible oral bioavailability (both less than 1%) due 
to low gastrointestinal absorption and high first-pass metabolism. The intranasal 
administration of ciclesonide at recommended doses results in negligible serum 
concentrations of ciclesonide. However, the known active metabolite (des-ciclesonide) is 
detected in the serum of some patients after nasal inhalation of ciclesonide. The 
bioanalytical assay used has a lower limit of quantification of 25 pg/mL and 10 pg/mL, for 
ciclesonide and des-ciclesonide, respectively 

In healthy adults treated for two weeks with 50 to 800 meg of ciclesonide nasal spray daily 
(n=6 in each treatment group), the peak serum concentrations of des-ciclesonide in all 
subjects were found to be below 30 pg/mL. Of those treated with 800 meg and 400 meg 
daily, 100% and 67% had detectable levels of des-ciclesonide, respectively. With daily doses 
of 200 meg or less, detectable serum levels of des-ciclesonide were not observed. 

In pediatric subjects treated with 25 to 200 meg of ciclesonide nasal spray daily, serum 
concentrations of des-ciclesonide were below 45 pg/mL, with the exception of one value of 
64.5 pg/mL. In a 12-week study in children 6 to 1 1 years of age with perennial allergic 
rhinitis, des-ciclesonide was detected in 50% of the subjects treated with 200 meg and in 5% 
of those treated with 100 meg ciclesonide nasal spray daily. In a 6-week study in children 2 
to 5 years of age with perennial allergic rhinitis, des-ciclesonide was detected in 41%, 22%, 
and 13% of the subjects treated with 200 meg, 100 meg, and 25 meg ciclesonide nasal spray 
daily, respectively. 

Distribution 

Following intravenous administration of 800 meg of ciclesonide, the volumes of distribution 
of ciclesonide and des-ciclesonide were approximately 2.9 L/kg and 12.1 L/kg, respectively. 
The percentage of ciclesonide and des-ciclesonide bound to human plasma proteins averaged 
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> 99% each, with < 1% of unbound drug detected in the systemic circulation. 
Des-ciclesonide is not significantly bound to human transcortin. 

Metabolism 

Intranasal ciclesonide is hydrolyzed to a biologically active metabolite, des-ciclesonide, by 
esterases in the nasal mucosa. Des-ciclesonide undergoes further metabolism in the liver to 
additional metabolites mainly by the cytochrome P450 (CYP) 3 A4 isozyme and to a lesser 
extent by CYP 2D6. The full range of potentially active metabolites of ciclesonide has not 
been characterized. After intravenous administration of l4 C-ciclesonide, 19.3% of the 
resulting radioactivity in the plasma is accounted for by ciclesonide or des-ciclesonide; the 
remainder may be a result of other, as yet, unidentified multiple metabolites. 

Elimination 

Following intravenous administration of 800 meg of ciclesonide, the clearance values of 
ciclesonide and des-ciclesonide were high (approximately 152 L/h and 228 L/h, 
respectively). 14 C-labeled ciclesonide was predominantly excreted via the feces after 
intravenous administration (66%) indicating that excretion through bile is the major route of 
elimination. Approximately 20% or less of drug related radioactivity was excreted in the 
urine. 

Special Populations 

The pharmacokinetics of intranasally administered ciclesonide have not been assessed in 
patient subpopulations because the resulting blood levels of ciclesonide and des-ciclesonide 
are insufficient for pharmacokinetic calculations. However, population pharmacokinetic 
analysis showed that characteristics of des-ciclesonide after oral inhalation of ciclesonide 
were not appreciably influenced by a variety of subject characteristics such as body weight, 
age, race, and gender. Compared to healthy subjects, the systemic exposure (Cmax and 
AUC) in patients with liver impairment increased in the range or 1 .4 to 2.7 fold after 
1280 meg ex-actuator ciclesonide by oral inhalation and dose adjustment in liver impairment 
is not necessary. Studies in renal impaired patients were not conducted. 

Pharmacodynamics 

In a 12- week study in children 6-1 1 years of age with perennial allergic rhinitis, daily doses 
of 200 meg, 100 meg, and 25 meg of OMNARIS Nasal Spray were compared to placebo 
nasal spray. Adrenal function was assessed by measurement of 24-hour urinary free Cortisol 
(in 32 to 44 patients per group) and morning plasma Cortisol levels (in 45 to 61 patients per 
group) before and after 12 consecutive weeks of treatment. The ciclesonide-treated groups 
had a numerically greater decline in 24-hour urinary free Cortisol compared to the placebo 
treated group. The differences (and 95% confidence intervals) from placebo in the mean 
change from baseline to 12 weeks were -0.81 (-4.0, 2.4), -0.08 (-3.1, 2.9), and 
-2.1 1 (-5.3, 1.1) meg/day for 200 meg, 100 meg, and 25 meg dose groups, respectively. The 
mean AM plasma Cortisol value did not show any consistent treatment effect with differences 
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(and 95% confidence intervals) from placebo in the mean change from baseline to 12 weeks 
of 0.35 (-1.4,2.1), 0.12 (-1.5, 1.7), and -0.38 (-2.1, 1.3) mcg/dLfor200 meg, 100 meg, and 
25 meg dose groups respectively. In this study, serum was assayed for ciclesonide and 
des-ciclesonide (see CLINICAL PHARMACOLOGY: Pharmacokinetics: Absorption). 

In a 6-week study in children 2 to 5 years of age with perennial allergic rhinitis, daily doses 
of 200 meg, 100 meg, and 25 meg of OMNARIS Nasal Spray were compared to placebo 
nasal spray. Adrenal function was assessed by measurement of 24-hour urinary free Cortisol 
(in 15 to 22 patients per group) and morning plasma Cortisol levels (in 28 to 30 patients per 
group) before and after 6 consecutive weeks of treatment. The ciclesonide-treated groups 
had a numerically greater decline in 24-hour urinary free Cortisol compared to the placebo 
treated group. The differences (and 95% confidence intervals) from placebo in the mean 
change from baseline to 6 weeks were -2.04 (-4.4, 0.3), -1.96 (-4.5, 0.6), and 
-1.76 (-4.3, 0.8) meg/day for the 200 meg, 100 meg, and 25 meg dose groups, respectively. 
The plasma Cortisol also decreased numerically after treatment with ciclesonide. The 
differences (and 95% confidence intervals) from placebo in the mean change in plasma 
Cortisol from baseline to 6 weeks were -1.04 (-2.7, 0.7), -0.36 (-2.1, 1.4), and 
-0.12 (-1.8, 1.6) mcg/dL for the 200 meg, 100 meg, and 25 meg dose groups, respectively. In 
this study, serum was assayed for ciclesonide and des-ciclesonide (see CLINICAL 
PHARMACOLOGY: Pharmacokinetics: Absorption). 

There are no adequately conducted studies in adults and adolescents that assess the effect of 
OMNARIS Nasal Spray on adrenal function. 



Seasonal and Perennial Allergic Rhinitis 

Adult and Adolescent patients Aged 12 Years and Older: 

The efficacy and safety of OMNARIS Nasal Spray were evaluated in 4 randomized, 
double-blind, parallel-group, multicenter, placebo-controlled clinical trials of 2 weeks to 
l year in duration conducted in the United States and Canada in adolescents and adults with 
allergic rhinitis. Three of these trials were 2 to 6 weeks in duration and primarily designed to 
assess efficacy. One of these trials was 1 year in duration and primarily designed to assess 
safety. The three trials of 2 to 6 weeks duration included a total of 1 524 patients (495 males 
and 1029 females) of whom 79 were adolescents, ages 12 to 17 years. Of the 1524 patients, 
546 patients received OMNARIS Nasal Spray 200 meg once daily administered as 2 sprays 
in each nostril. Patients enrolled in the studies were 12 to 86 years of age with a history of 
seasonal or perennial allergic rhinitis, a positive skin test to at least one relevant allergen, and 
active symptoms of allergic rhinitis at study entry. Assessment of efficacy in these trials was 
based on patient recording of four nasal symptoms (runny nose, nasal itching, sneezing, and 
nasal congestion) on a 0-3 categorical severity scale (0=absent, l=mild, 2=moderate, and 
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3=severe) as reflective or instantaneous scores. Reflective scoring required the patients to 
record symptom severity over the previous 12 hours; the instantaneous scoring required 
patients to record symptom severity at the time of recording. The results of these trials 
showed that patients treated with OMNARIS Nasal Spray 200 meg once daily exhibited 
statistically significantly greater decreases in total nasal symptom scores than placebo treated 
patients. Secondary measures of efficacy were also generally supportive. 

Of the three trials primarily designed to assess efficacy, one was a 2-week dose-ranging trial 
that evaluated efficacy of four doses of OMNARIS Nasal Spray in patients with seasonal 
allergic rhinitis. The primary efficacy endpoint was the difference from placebo in the 
change from baseline of the sum of morning and evening reflective total nasal symptom 
score averaged over the 2-week treatment period. Results of the primary efficacy endpoint 
are shown in Table 1 . In this trial OMNARIS Nasal Spray 200 meg once daily was 
statistically significantly different from placebo, but the lower doses were not statistically 
significantly different from placebo. 



Table 1 Mean change in reflective total nasal symptom score over 2 weeks in patients 
with seasonal allergic rhinitis 



Treatment 


N 


Baseline* 


Change from 
Baseline 


Difference from Placebo 


Estimate 


95% CI 


p-value 


Seasonal Allergic Rhinits Trial - Reflective total nasal symptom score 


Ciclesonide 200 
meg 


144 


18.8 


-5.73 


-1.35 


(-2.43, -0.28) 


0.014 


Ciclesonide 100 
meg 


145 


18.7 


-5.26 


-0.88 


(-1.96, 0.19) 


0.11 


Ciclesonide 50 
meg 


143 


18.4 


-4.82 


-0.44 


(-1.52,0.63) 


0.42 


Ciclesonide 25 
meg 


146 


18.7 


-4.74 


-0.35 


(-1.42,0.71) 


0.51 


Placebo 


148 


17.8 


-4.38 









*Sum of AM and PM Scores; Maximum score = 24 



Of the other trials primarily designed to assess efficacy, one was a 4-week single dose-level 
trial conducted in patients with seasonal allergic rhinitis and the other was a 6-week single 
dose-level trial conducted in patients with perennial allergic rhinitis. The primary efficacy 
endpoint in the seasonal allergic rhinitis trial was the difference from placebo in the change 
from baseline of the average of morning and evening reflective total nasal symptom score 
averaged over the first 2 weeks of treatment. The primary efficacy endpoint in the perennial 
allergic rhinitis trial was the difference from placebo in the change from baseline of the 
average of morning and evening reflective total nasal symptom score averaged over the 
6 weeks of treatment. Efficacy results of these two trials are shown in Table 2. In these 
trials, OMNARIS Nasal Spray 200 meg once daily was statistically significantly different 
from placebo. Statistically significant differences in the morning pre-dose instantaneous total 
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nasal symptom score indicate that the effect was maintained over the full 24-hour dosing 
interval. 

Table 2 Mean changes in reflective total nasal symptom score and instantaneous total 
nasal symptom score in allergic rhinitis trials 



Treatment 


n 


Baseline* 


Change 

from 
Baseline 


Difference from Placebo 


Estimate 


95% CI 


p-value 


Seasonal Allergic Rhinitis Trial - Reflective total nasal symptom score 


Ciclesonide 
200 meg 


162 


8.96 


-2.40 


-0.90 


(-1.36, -0.45) 


O.001 


Placebo 


162 


8.83 


-1.50 








Seasonal Allergic Rhinitis Trial - Instantaneous total nasal symptom score 


Ciclesonide 
200 meg 


162 


8.45 


-1.87 


-0.84 


(-1.30, -0.39) 


<0.001 


Placebo 


162 


8.33 


-1.03 








Perennial Allergic Rhinitis Trial - Reflective total nasal symptom score 


Ciclesonide 
200 meg 


232 


7.59 


-2.51 


-0.62 


(-0.97, -0.28) 


<0.001 


Placebo 


229 


7.72 


-1.89 








Perennial Allergic Rhinitis Trial - Instantaneous total nasal symptom score 


Ciclesonide 
200 meg 


232 


7.05 


-1.99 


-0.53 


(-0.90, -0.17) 


0.004 


Placebo 


229 


7.05 


-1.46 









♦Mean of AM and PM score from reflective total nasal symptom score; Mean of AM score for 
instantaneous total nasal symptom score; Maximum = 12 



Onset of action was evaluated in two environmental exposure unit studies with a single dose 
of OMNARIS Nasal Spray 200 meg. Results from these two studies did not demonstrate a 
replicate onset of action within the assessment period. Onset of action was also evaluated in 
the 4-week seasonal allergic rhinitis and in the 6-week perennial allergic rhinitis trial by 
frequent recording of instantaneous symptom score after the first dose. In these trials, onset 
of effect was seen within 24 to 48 hours with further symptomatic improvement observed 
over 1 to 2 weeks in seasonal allergic rhinitis and 5 weeks in perennial allergic rhinitis. 

Pediatric Patients Aged 6 to 11 Years: 

The efficacy of OMNARIS Nasal Spray at doses of 200 meg, 100 meg, and 25 meg once 
daily was evaluated in one randomized, double-blind, parallel-group, multicenter, placebo- 
controlled clinical trial of 12 weeks in duration in 651 (162 - 164 per group) patients 6 to 1 1 
years of age with perennial allergic rhinitis. The primary efficacy endpoint was the 
difference from placebo in the change from baseline of the average of morning and evening 
reflective total nasal symptom score averaged over the first 6 weeks of treatment. In this 
trial, none of the ciclesonide doses were statistically significantly different from placebo. 
The means and 95% confidence intervals for the differences (OMNARIS Nasal Spray minus 
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placebo) between OMNARIS Nasal Spray 200 meg, 100 mcg 5 and 25 meg treatment groups 
and placebo were -0.31 (-0.75, 0.13), 0.02 (-0.41, 0.46), and 0.09 (-0.35, 0.53), respectively. 



OMNARIS Nasal Spray is indicated for the treatment of nasal symptoms associated with 
seasonal and perennial allergic rhinitis in adults and adolescents 12 years of age and older. 
Efficacy of OMNARIS Nasal Spray in children below 12 years of age has not been 
established. 



OMNARIS Nasal Spray is contraindicated in patients with a hypersensitivity to any of its 
ingredients. 



The replacement of a systemic corticosteroid with a topical corticosteroid can be 
accompanied by signs of adrenal insufficiency. In addition, some patients may experience 
symptoms of corticosteroid withdrawal, e.g., joint and/or muscular pain, lassitude, and 
depression. Patients previously treated for prolonged periods with systemic corticosteroids 
and transferred to topical corticosteroids should be carefully monitored for acute adrenal 
insufficiency in response to stress. In those patients who have asthma or other clinical 
conditions requiring long-term systemic corticosteroid treatment, rapid decreases in systemic 
corticosteroid dosages may cause a severe exacerbation of their symptoms. 

Patients who are using drugs that suppress the immune system are more susceptible to 
infections than healthy individuals. Chickenpox and measles, for example, can have a more 
serious or even fatal course in children or adults using corticosteroids. In children or adults 
who have not had these diseases or been properly immunized, particular care should be taken 
to avoid exposure. How the dose, route, and duration of corticosteroid administration affect 
the risk of developing a disseminated infection is not known. The contribution of the 
underlying disease and/or prior corticosteroid treatment to the risk is also not known. If 
exposed to chickenpox, prophylaxis with varicella zoster immune globulin (VZIG) may be 
indicated. If exposed to measles, prophylaxis with pooled intramuscular immunoglobulin 
(IG) may be indicated. (See the respective package inserts for complete VZIG and IG 
prescribing information). If chickenpox develops, treatment with antiviral agents may be 
considered. 



General 

Intranasal corticosteroids may cause a reduction in growth velocity when administered to 
pediatric patients (see PRECAUTIONS: Pediatric Use). Rarely, immediate 
hypersensitivity reactions or contact dermatitis may occur after the administration of 
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intranasal corticosteroids. Patients with a known hypersensitivity reaction to other 
corticosteroid preparations should use caution when using ciclesonide nasal spray since cross 
reactivity to other corticosteroids including ciclesonide may also occur. 

Because of the inhibitory effect of corticosteroids on wound healing, patients who have 
experienced recent nasal septal ulcers, nasal surgery, or nasal trauma should not use a nasal 
corticosteroid until healing has occurred. In clinical studies with OMNARIS Nasal Spray, 
the development of localized infections of the nose and pharynx with Candida albicans has 
rarely occurred. When such an infection develops, it may require treatment with appropriate 
local therapy and discontinuation of OMNARIS Nasal Spray. Therefore, patients using 
OMNARIS Nasal Spray over several months or longer should be examined periodically for 
evidence of Candida infection or other signs of adverse effects on the nasal mucosa. 
Intranasal corticosteroids should be used with caution, if at all, in patients with active or 
quiescent tuberculosis infections of the respiratory tract; or in patients with untreated local or 
systemic fungal or bacterial infections; systemic viral or parasitic infections; or ocular herpes 
simplex. 

If recommended doses of intranasal corticosteroids are exceeded or if individuals are 
particularly sensitive or predisposed by virtue of recent systemic steroid therapy, symptoms 
of hypercorticism may occur, including very rare cases of menstrual irregularities, acneiform 
lesions, and cushingoid features. If such changes occur, topical corticosteroids should be 
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid 
therapy. 

The risk of glaucoma was evaluated by assessments of intraocular pressure in 3 studies 
including 943 patients. Of these, 390 adolescents or adults were treated for up to 52 weeks 
and 186 children ages 2 to 1 1 received treatment with OMNARIS Nasal Spray 200 meg daily 
for up to 12 weeks. In these trials, no significant differences in intraocular pressure changes 
were observed between OMNARIS Nasal Spray 200 meg and placebo-treated patients. 
Additionally, no significant differences between OMNARIS Nasal Spray 200 meg and 
placebo-treated patients were noted during the 52-week study of adults and adolescent 
patients in whom thorough ophthalmologic assessments were performed including evaluation 
of cataract formation using slit lamp examinations. Rare instances of wheezing, nasal 
septum perforation, cataracts, glaucoma, and increased intraocular pressure have been 
reported following the intranasal application of corticosteroids. Close follow-up is warranted 
in patients with a change in vision and with a history of glaucoma and/or cataracts. 

Information for Patients 

Patients being treated with OMNARIS Nasal Spray should receive the following information 
and instructions. This information is intended to aid them in the safe and effective use of this 
medication. It is not a disclosure of all possible adverse or intended effects. 
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Patients who are on immunosuppressive doses of corticosteroids should be warned to avoid 
exposure to chickenpox or measles, and if exposed, to obtain medical advice. Patients should 
use OMNARIS Nasal Spray at regular intervals since its effectiveness depends on its regular 
use (See DOSAGE AND ADMINISTRATION). 

In clinical trials, the onset of effect was seen within 24 to 48 hours with further symptomatic 
improvement observed over 1 to 2 weeks in seasonal allergic rhinitis and 5 weeks in 
perennial allergic rhinitis. Initial assessment of response should be made during this 
timeframe and periodically until the patients symptoms are stabilized. 

The patient should take the medication as directed and should not exceed the prescribed 
dosage. The patient should contact the physician if symptoms do not improve by a 
reasonable time or if the condition worsens. For the proper use of this unit and to attain 
maximum improvement, the patients should read and follow the accompanying patient 
instructions carefully. Spraying OMNARIS Nasal Spray directly into the eyes or onto the 
nasal septum should be avoided. It is important that the bottle is gently shaken prior to use to 
ensure that a consistent amount is dispensed per actuation. The bottle should be discarded 
after 120 actuations following initial priming or after 4 months after the bottle is removed 
from the foil pouch, whichever occurs first. 

Drug Interactions 

Based on in vitro studies in human liver microsomes, des-ciclesonide appears to have no 
inhibitory or induction potential on the metabolism of other drugs metabolized by CYP 450 
enzymes. The inhibitory potential of ciclesonide on CYP450 isoenzymes has not been 
studied. In vitro studies demonstrated that the plasma protein binding of des-ciclesonide was 
not affected by warfarin or salicylic acid, indicating no potential for protein binding-based 
drug interactions. 

In a drug interaction study, co-administration of orally inhaled ciclesonide and oral 
erythromycin, an inhibitor of cytochrome P450 3 A4, had no effect on the pharmacokinetics 
of either des-ciclesonide or erythromycin. In another drug interaction study, co- 
administration of orally inhaled ciclesonide and oral ketoconazole, a potent inhibitor of 
cytochrome P450 3 A4, increased the exposure (AUC) of des-ciclesonide by approximately 
3.6-fold at steady state, while levels of ciclesonide remained unchanged. Therefore, 
ketoconazole should be administered with caution with intranasal ciclesonide. 



Carcinogenesis, Mutagenesis, Impairment of Fertility 

Ciclesonide demonstrated no carcinogenic potential in a study of oral doses up to 900 mcg/kg 
(approximately 20 times the maximum human daily intranasal dose in adults based on 
mcg/m 2 ) in mice for 104 weeks and in a study of inhalation doses up to 193 mcg/kg 
(approximately 8 times the maximum human daily intranasal dose in adults based on 
mcg/m ) in rats for 104 weeks. Ciclesonide was not mutagenic in an Ames test or in a 
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forward mutation assay and was not clastogenic in a human lymphocyte assay or in an in 
vitro micronucleus test. However, ciclesonide was clastogenic in the in vivo mouse 
micronucleus test. The concurrent reference corticosteroid (dexamethasone) in this study 
showed similar findings. No evidence of impairment of fertility was observed in a 
reproductive study conducted in male and female rats both dosed orally up to 900 
mcg/kg/day (approximately 35 times the maximum human daily intranasal dose in adults 
based on mcg/m 2 ). 

Pregnancy: Teratogenic Effects 

Pregnancy Category C 

Oral administration of ciclesonide in rats up to 900 mcg/kg (approximately 35 times the 
maximum human daily intranasal dose in adults based on mcg/m 2 ) produced no 
teratogenicity or other fetal effects. However, subcutaneous administration of ciclesonide in 
rabbits at 5 mcg/kg (less than the maximum human daily intranasal dose in adults based on 
mcg/m 2 ) or greater produced fetal toxicity. This included fetal loss, reduced fetal weight, 
cleft palate, skeletal abnormalities including incomplete ossifications, and skin effects. No 
toxicity was observed at 1 mcg/kg (less than the maximum human daily intranasal dose based 
on mcg/m 2 ). 

There are no adequate and well-controlled studies in pregnant women. OMNARIS Nasal 
Spray, like other corticosteroids, should be used during pregnancy only if the potential 
benefit justifies the potential risk to the fetus. Experience with oral corticosteroids since their 
introduction in pharmacologic, as opposed to physiologic, doses suggests that rodents are 
more prone to teratogenic effects from corticosteroids in humans. In addition, because there 
is a natural increase in corticosteroid production during pregnancy, most women will require 
a lower exogenous corticosteroid dose and many will not need corticosteroid treatment 
during pregnancy. 

Nonteratogenic effects 

Hypoadrenalism may occur in infants born of mothers receiving corticosteroids during 
pregnancy. Such infants should be carefully monitored. 

Nursing Mothers 

It is not known if ciclesonide is excreted in human milk. However, other corticosteroids are 
excreted in human milk. In a study with lactating rats, minimal but detectable levels of 
ciclesonide were recovered in milk. Caution should be used when OMNARIS Nasal Spray is 
administered to nursing women. 

Pediatric Use 

Effectiveness in pediatric patients below 12 years of age has not been established (see 
CLINICAL TRIALS). Controlled clinical studies have shown that intranasal corticosteroids 
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may cause a reduction in growth velocity in pediatric patients. This effect has been observed 
in the absence of laboratory evidence of hypothalamic-pituitary-adrenal (HPA)-axis 
suppression, suggesting that growth velocity is a more sensitive indicator of systemic 
corticosteroid exposure in pediatric patients than some commonly used tests of HPA-axis 
function. The long-term effects of this reduction in growth velocity associated with 
intranasal corticosteroids, including the impact on final adult height, are unknown. The 
potential for "catch-up" growth following discontinuation of treatment with intranasal 
corticosteroids has not been adequately studied. The growth of pediatric patients receiving 
intranasal corticosteroids, including OMNARIS Nasal Spray, should be monitored routinely 
(e.g., via stadiometry). The potential growth effects of prolonged treatment should be 
weighed against clinical benefits obtained and the availability of safe and effective 
noncorticosteroid treatment alternatives. To minimize the systemic effects of intranasal 
corticosteroids, each patient should be titrated to the lowest dose that effectively controls 
his/her symptoms. 

Geriatric Use 

Clinical studies of OMNARIS Nasal Spray did not include sufficient numbers of subjects age 
65 and over to determine whether they respond differently from younger subjects. Other 
reported clinical experience has not identified differences in responses between the elderly 
and younger patients. In general, dose selection for an elderly patient should be cautious, 
usually starting at the low end of the dosing range, reflecting the greater frequency of 
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug 
therapy. 



ADVERSE REACTIONS 

In controlled clinical studies conducted in the US and Canada, a total of 1524 patients ages 
12 years and older received treatment with ciclesonide administered intranasally. In studies 
of 2 to 6 weeks duration in patients 12 years and older, 546 patients were treated with 
OMNARIS Nasal Spray 200 meg daily, and in a study of up to one year in duration, 441 
patients were treated with OMNARIS Nasal Spray 200 meg daily. The overall incidence of 
adverse events for patients treated with OMNARIS Nasal Spray was comparable to that in 
patients treated with placebo. Adverse events did not differ appreciably based on age, 
gender, or race. Approximately 2% of patients treated with OMNARIS Nasal Spray 200 meg 
in clinical trials discontinued because of adverse events; this rate was similar for patients 
treated with placebo. The table below displays adverse events, irrespective of drug 
relationship, that occurred with an incidence of 2% or greater and more frequently with 
OMNARIS Nasal Spray 200 meg than with placebo in clinical trials of 2 to 6 weeks in 
duration. 
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Adverse Events from Controlled Clinical Trials 2 to 6 Weeks in Duration in Patients 



Adverse Event 


OMNARIS Nasal Spray 
200 meg Once Daily 
(N=546)% 


Placebo 
(N = 544) % 


Headache 


6.0 


4.6 


Epistaxis 


4.9 


2.9 


Nasopharyngitis 


3.7 


3.3 


Ear Pain 


2.2 


0.6 



In a 52-week long-term safety trial that included 663 adults and adolescent patients (441 
treated with ciclesonide: 227 males and 436 females) with perennial allergic rhinitis, the 
adverse event profile over the treatment period was similar to the adverse event profile in 
trials of shorter duration. Adverse events considered likely or definitely related to 
OMNARIS Nasal Spray that were reported at an incidence of 1% or greater of patients and 
more commonly in OMNARIS Nasal Spray versus placebo were epistaxis, nasal discomfort, 
and headache. No patient experienced a nasal septal perforation or nasal ulcer during long- 
term use of OMNARIS Nasal Spray. While primarily designed to assess the long-term safety 
of OMNARIS Nasal Spray 200 meg once daily, this 52-week trial demonstrated greater 
decreases in total nasal symptom scores with OMNARIS Nasal Spray versus placebo treated 
patients over the entire treatment period. 

OVERDOSAGE 

There are no data available on the effects of acute or chronic overdosage with OMNARIS 
Nasal Spray. Because of low systemic bioavailability, acute overdosage is unlikely to 
require any therapy other than observation. A single oral dose of up to 10 mg of ciclesonide 
in healthy volunteers was well tolerated and serum Cortisol levels were virtually unchanged 
in comparison with placebo treatment. Chronic overdosage with any corticosteroid may 
result in signs or symptoms of hypercorticism (See PRECAUTIONS). 

DOSAGE AND ADMINISTRATION 

Adults and Adolescents (12 Years of Age and Older): The recommended dose of 
OMNARIS Nasal Spray is 200 meg per day administered as 2 sprays (50 meg/spray) in each 
nostril once daily. 

The maximum total daily dosage should not exceed 2 sprays in each nostril (200 meg/day). 
Effectiveness has not been established in pediatric patients under the age of 12 years. 

Prior to initial use, OMNARIS Nasal Spray must be gently shaken and then the pump must 
be primed by actuating eight times. If the product is not used for four consecutive days, it 
should be gently shaken and reprimed with one spray or until a fine mist appears. 
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Directions for Use 

Illustrated patient's instructions for proper use accompany each package of OMNARIS Nasal 
Spray. 



HOW SUPPLIED 

OMNARIS is supplied in an amber glass bottle and provides for nasal delivery with a manual 
metered pump. OMNARIS Nasal Spray is supplied with an oxygen absorber sachet and 
enclosed in a foil pouch. OMNARIS Nasal Spray provides 120 metered sprays after initial 
priming. Each spray delivers 50 meg of ciclesonide from the nasal actuator. The OMNARIS 
Nasal Spray bottle has been filled with an excess to accommodate the priming activity. The 
bottle should be discarded after removal from the foil pouch either after 120 sprays following 
initial priming (since the amount of ciclesonide delivered per spray thereafter may be 
substantially less than the labeled dose) or after 4 months. Patient instructions are also 
provided. 

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [See USP Controlled Room 
Temp]. Do not freeze. Shake gently before use. Do not spray in eyes. Keep out of reach 
of children. 



OMNARIS Nasal Spray 50 meg, 120 metered sprays; net fill weight 12.5 g. 



Rev XXXX 



Manufactured for: 
ALTANA Pharma US, Inc 
Florham Park, NJ 07932 
Made in Germany 

Copyright® 

ALTANA Pharma US, Inc. 



All rights reserved 
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Patient's Instructions for Use 

OMNARIS (ciclesonide) Nasal Spray, 50 meg 
FOR INTRANASAL ADMINISTRATION ONLY 

Please read this leaflet carefully before taking OMNARIS Nasal Spray. This leaflet does not 
contain the complete information about this medication. If you have any questions about 
OMNARIS Nasal Spray, ask your health care provider or pharmacist. 



What you should know about OMNARIS Nasal Spray. 

Your healthcare provider has prescribed OMNARIS Nasal Spray. It contains a medicine 
called ciclesonide, which helps relieve inflammation. This medication is used for the 
treatment of nasal symptoms associated with seasonal and year-round nasal allergy 
symptoms in adults and adolescents 12 years of age and older. 

The nasal spray delivers your medication as an aqueous spray. Once you begin treatment, 
use your nasal spray once a day, every day, as prescribed by your health care provider. 
OMNARIS Nasal Spray may begin to work within 24 hours after the first dose. Further 
symptom improvements may occur over 1 to 2 weeks for seasonal allergy symptoms and 5 
weeks for year-round allergy symptoms. If your symptoms do not improve in that time frame 
or if your condition worsens, contact your health care provider. 

Dosage 

The recommended dose is 2 sprays in each nostril once daily. 

You should not use more than a total of 2 sprays in each nostril daily. 
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Preparing For Use 

1 . Remove OMNARIS Nasal Spray from its foil pouch. Count 4 months from this date and 
write this date (that is 4 months from removing the bottle from the foil pouch) on the 
sticker provided on the carton. Peel off this sticker and place it in the space provided on 
your nasal spray bottle. It's important to throw away the nasal spray bottle after this date. 

2. Before the first use, shake the bottle gently and prime the pump by pressing downward on 
the shoulders of the applicator eight times. Read the complete instructions carefully and 
use only as directed. If you have not used the nasal spray for 4 days, shake the bottle 
gently and prime the pump again by spraying one time-or until a fine mist appears. 



Using the Spray 

1 . Blow your nose to clear your nostrils if needed. 

2. Shake the bottle gently and remove the dust cap. 

3. Hold the bottle firmly with your index and middle finger on either side of the spray tip 
while supporting the base of the bottle with your thumb (Figure 1). 




Figure 1 
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4. Insert spray tip into one nostril, and close the other nostril with your finger (Figure 2). 




Figure 2 

5. Tilt your head forward slightly and keeping the bottle upright, press the pump quickly 
and firmly and inhale through your nose as you spray (Figure 3). Avoid spraying in 
eyes or directly onto the nasal septum (the wall between the two nostrils). 




Figure 3 



6. Repeat steps 3-5 for the second spray in the same nostril and for each spray in the other 
nostril. 

Storage Instructions 

Keep your nasal spray clean and dry at all times. Store medication between 59° and 86° F. 
Do not freeze. Keep out of the reach of young children. 
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How To Know When Your Nasal Spray Bottle Is Empty 

The amount of nasal spray left can be seen through a window on the bottle. Do not use this 
bottle for more than the labeled number of sprays or after the "discard by date" you wrote on 
the sticker when you opened the foil pouch. You may want to obtain a refill before your 
supply runs out if recommended by your health care provider. 

Applicator Cleaning Instructions 

After daily use of your nasal spray, wipe the applicator tip with a clean tissue and replace the 
dust cap. 

If the nasal applicator is clogged or requires more thorough cleaning, use the following 
cleaning instructions (Do not try to unblock the tiny spray hole on the nasal applicator 
with a pin or other sharp object): 

1 . Remove the dust cap and then gently pull upwards to free the nasal applicator. 

2. Wash the dust cap and applicator with warm water. 

3. Dry and replace the nasal applicator. 

4. Prime the unit with one spray or until a fine mist appears. 

5. Replace the dust cap. 

Further Information 

Avoid spraying in eyes or directly onto the nasal septum (the wall between the two 
nostrils). 

This leaflet does not contain the complete information about your medicine. If you have any 
questions or are not sure about something, then you should ask your doctor or pharmacist. 

You may want to read this leaflet again. Please DO NOT THROW IT AWAY until you have 
finished your medicine. 

ALTANA Pharma US, Inc. 
Florham Park, NJ 07932 USA 

Copyright© XXXX 
Altana Pharma US, Inc. 
All rights reserved. 

Rev. 19-Oct-06 draft 
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[57] ABSTRACT 

The present invention relates to compounds of the formula: 



CHj-O— Rj 




in which X, and Xj correspond to H or F without distinction; 
R, represents the following radicals: 



-continued 



-CH-CH2-CH3, 

CH 3 




and R 2 represents the radicals 

*° *° 

-C-CH3. -C-CH-CH3 
CH 3 

in the form of an R epimer, an S epimer, or a stereoisomeric 
mixture of the R and S epimers in terms of the orientation 
of the substituents on the carbon atom at position 22, novel 
intermediates and a method of their preparation by hydroly- 
sis-ketalization, and use of such compounds as drugs and/or 
therapeutic agents. 



-CH 3 -CH 2 -CH 3 -CH 3( -CH— CH 3 . 

CH 3 



12 Claims, No Drawings 
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PREGNA-l,4-DrENE3,20-DIONE-16.17-ACETAL-21 
ESTERS, PROCESS FOR THEIR 
PREPARATION, COMPOSITION, AND 
METHODS FOR THE TREATMENT OF 

INFLAMMATORY CONDITIONS 5 

This application is a continuation of application Ser. No. 
07/578,942, filed Sep. 7, 1990 now abandoned. 

The present invention has as its object to present phar- 
macologically active compounds and a process for the 
obtainment of said compounds and their intermediates. The 10 
invention also describes pharmaceutical compositions con- 
taining the said compounds and their use in the treatment of 
inflammatory conditions. 

The purpose of the invention is to provide in addition 
certain glucocorticoids which have a combination of high 15 
anti-inflammatory activity at the application site and a low 
systemic glucocorticoid activity. 

Since Kendall and Redchstein discovered the efficacy of 
cortisone in the treatment of rheumatoid arthritis (which 
earned them the Nobel prize), efforts have been multiplied 20 
to determine the basic structure responsible for the gluco- 
corticoid effect and, likewise, its metabolism and mecha- 
nism of action. Since that time there have been numerous 
different synthetic materials which improve on the activity 
potential of the first product identified. M 

The clinical efficacy of the corticosteroids has resulted in 
their isolation, identification, and synthesis. The manipula- 
tion of their basic structures has permitted a wide variety of 
synthetic analogs, in which there has been an ongoing search 
for greater efficacy and an increase in the therapeutic effect/ 
adverse systemic reaction ratio. 30 

The toxicity effects have not been cUrninished, and it is 
important in this regard to point out that the corticosteroids 
are products with a clear pharmacologic effect, but with a 
strong power of accumulation in various tissues, which may 
pass unnoticed until the abrupt occurrence of a catastrophe. 35 

In all the products studied, the therapeutic effects and the 
effects on the protein and carbohydrate metabolism have 
appeared concurrently, giving the impression that the effects 
sought and the adverse reactions are mediated by the same 
type of receptors, and that these receptors are identical for all 40 
corticosteroids. 

Changes in molecular structure may cause variations in 
biologic activity of the corticosteroids, as a consequence of 
changes in absorption, protein binding, metabolism, excre- 
tion, bioavailability, and intrinsic activity in the biophase. 45 

The introduction in -the 50' s of systemic corticosteroids 
for the treatment of asthma constituted a milestone that was 
overshadowed by the appearance of side effects. This fact 
led to the use of corticosteroids by inhalation, since it was 
thought that by reducing the quantity of drug necessary to 50 
control the symptoms, it would in turn be possible to reduce 
the side effects. The first corticosteroid preparations devel- 
oped in aerosol form were accompanied by varying efficacy 
and systemic side effects. 

The appearance of high-activity derivatives permitted the 55 
preparation of topical formulations, with a high relative 
activity, combined with a low systemic action. There are two 
reasons for this behavior 1) although the products can be 
absorbed topically, they are rapidly metabolized to less 
active forms; 2) the doses recommended are those which do 60 
not produce a systemic effect, not suppressing the hypo- 
thalamo-pituitary-adrenal axis within the therapeutic range 
used. 

The corticosteroids used in aerosol form that have shown 
a highly positive effect are: beclomethasone dipropionate, 65 
betamethasone valerate, budesonide, flunisolide, and triam- 
cinolone acetonide. 
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This philosophy of attempting to separate the local from 
the systemic effects has prompted the investigation of a 
series of corticosteroid derivatives with a distinct topical 
action and little or no systemic effect. 

The goals of this series are decisively affected by the 
following factors: 

a) High concentration in biophase (pulmonary or cutaneous 
superficial receptors) 

b) Little topical absorption 

c) Little gastrointestinal absorption 

d) High sensitivity to hepatic oxidases and other inhibitory 
enzymes 

e) Short half-life 

f) Low intrinsic or systemic activity 

It has been the purpose of this invention to approximate 
as closely as possible that drug in which all of the preceding 
factors merge together to produce the ideal topical corticos- 
teroid, in the knowledge that despite its drawbacks, this 
therapeutic agent continues to have a great future ahead of 
it. 

A plan has been devised to find certain corticosteroid 
derivatives which combine intense topical pharmacologic 
activity with no or minimal systemic effects. 

In the synthesis of 16,17-acetals of corticosteroids a 
mixture of epimers is obtained in relation with the formation 
of a new asymmetric center at C-22. The separation of the 
two epimers takes place through column chromatography 
(LC) or preparative HPLC techniques, which makes it 
difficult to apply industrially due to the limited quantities of 
product that can be treated in each unit process. In the 
process presented here, one of the epimers (22S)- (the most 
active epimer) is obtained through the hydrolysis-ketaliza- 
tion process from esters formed on the C-16, C- 17, and 
C-21 hydroxyls, wherein the ester at C-21 does not undergo 
hydrolysis. According to the catalyst selected it is possible 
to choose between obtainment of the mixture of epimers 
(22R,S)- or the selective obtainment of the (22S)- epimer. 
No process of this type has been described. European Patent 
Application No. 0 164 636 offers a process of transketal- 
ization from acetonides by conversion of these acetonides 
into acetals in the presence of aldehydes and hydrofluoric or 
hydrochloric acid in aqueous medium. Basically, hydrofluo- 
ric acid is used at temperatures generally ranging between 0° 
and -30° C, obtaining epimers of the acetals formed. No 
further references which describe selectivity toward one 
epimer or the other have been found. 

The process that is the object of the invention offers [the 
possibility of] obtaining the (22S)- epimer or (22R,S)- 
nnxtures of acetals from triesters previously selected while 
main tai nin g the desired radical at C-21, with these esters 
being easy to obtain. .The process is performed at room 
temperature, using solutions of dry HQ in anhydrous 
organic solvents. Obtainment of the R epimer is handled by 
preparative HPLC chromatography starting with the (22R, 
S)- mixture. 

The steric hindrance of the acyl radical introduced and 
specific catalyst, makes difficult the formation of the (22S)- 
epimer. If the catalyst selected is extremely active, mixtures 
of those isomers are obtained. Tins hinderance characteristic 
is accompanied by an increase in reaction time, but does not 
cause a deterioration in formation of the final product by 
hydrolysis, secondary reactions, etc., under the conditions 
according to which the process takes place. 

The process does not use highly corrosive or dangerous 
reagents, as is the case with hydrogen fluoride, nor extreme 
temperatures (below zero), features that are more useful for 
production at the industrial level. 
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The compounds according to the invention arc character- 
ized by the formula: 



0) 





in which X, and Xj 



to H or F without distinction; R t repre- ^ 
tents the following radicals: 



-CHj-CHj-CHj-CHj. QCHJH-CHj. 



20 



[and] R 2 represents the radicals 



— C— CH 3 . -C-CH-CHj 
CH 3 

Each of these compounds has 2 stereoisomer components 
(epimers), which in relation to the general formula (I), may 
be represented in the following manner 



CH2-OR2 




GD 



(S cpuner) 

CHj-ORa 
CHj C=0 



(in) 




x 3 



in which R 3 corresponds to an acetyl or oxo-isobutyl or 
isobutyryl radical and X t and X 2 represent H or F without 
distinction. 

The intermediate compounds of formula IV are prepared 
from their corresponding hydroxylated derivatives by acy- 
lation of the appropriate anhydride in basic medium. These 
derivatives correspond to those with esterified hydroxyls on 
the carbons C-16, C-17, and C-21. The hydroxyl on carbon 
11 is not esterified under the conditions whereby acylation 
takes place; only with certain anhydrides are small quantities 
on the order of 1% produced* which are treated as impurities 
and as such are eliminated during purification. If the quantity 
of anhydride present in the reaction is controlled, the ester 
formed on the hydroxyl of C-ll is produced in trace 
amounts. Thus, the number of moles of the corresponding 
anhydride should not exceed 25 times the number of moles 
of corticosteroid, so that acylation does not take place on the 
C-ll hydroxyl or is as restricted as possible, as has been 
indicated previously. The temperature of the reaction is 
another important factor, and the ideal conditions for acy- 
lation of the C-21, C-16, and C-17 hydroxyls are tempera- 
tures in the 15°-45° C. range. Above this temperature, a 
larger proportion of tetraacylated product may be obtained. 

The reaction time should not exceed four hours, and the 
proper time for the majority of the corticosteroids and 
anhydrides used is from 1,5 to 2 hours. 

Pyridine, dioxane, or DMSO are preferable as solvents 
over other possible products to obtain a greater solubility 
and, in particular, pyridine is the most appropriate because 
of its intrinsic basic character. 

Once acidified and extracted with organic solvents immis- 
cible with water, the reaction mixture is concentrated, 
washed, and recrystallized to obtain the corresponding com- 
pound, acylated on the C-16, C-17, and C-21 hydroxyls. 

Purification by the washing and recrystallization method 
used gives a purity greater than 95%, which is useful for 
application as an intermediate product in the process for 
formation of the acetal according to the procedure that is the 
object of the invention. 



(Repimer) 

In the diasteroisomers (II) and (HQ, the different configu- 
ration corresponds to C-22 (asymmetric carbon). These 60 
diasteroisomers take the name S and R epimers. 

The compounds of this invention are prepared by hydroly- 
sis-ketalization — with a suitable adequate catalyst which 
will be i n dicated in the corresponding cases — from the $5 
compounds tri esterified at C-16, C-17, and C-21, whose 
structure is indicated below: 




x 2 



5 
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-continued 




with R J =— CH 3 , 



and Xj and X^H, F without distinction. 

The compounds represented according to formulas (I), 25 
(II), and (III) are obtained by hydrolysis of the esters at C-16 
and C-17 with hydrochloric acid dissolved in the solvent 
which is used as a vehicle for the reaction in anhydrous 
medium and with a specific catalyst to direct the ketalization 30 
reaction toward the S epimer (II) or mixture of the R and S 
epimers (n+EH) in the presence of the corresponding alde- 
hyde. Unless otherwise clear from the text, reference to HQ 
gas shall mean 13% (w/w) HQ gas. 35 

The solvents generally used are: dioxane, methylene 
chloride, and chloroform, all anhydrous. However, dioxane 
is the most widely used for this type of reaction. The 
selection of the solvent has a bearing on the proportion of 
epimers in the mixture, as milder catalysts direct the reaction 40 
toward the production of a single epimer, while more active 
catalysts provide a mixture of isomers that approximates the 
ratio of 1/1 . The selection of the solvent may slightly alter 
this proportion. According to the epimer ratio characteristics 45 
that it is desired to obtain, the catalysts used are p-toluen- 
sulfonic acid, yielding the S epimer as the major product in 
a yield of 98-99%, and perchloric acid in 70% solution in 
glacial acetic acid, yielding a mixture of both R and S 50 
epimers in a ratio of 40/60 without distinction. 

On conducting the reaction without catalysis, the reaction 
times are greatly lengthened, and therefore it is not practical 
to carry out the reaction under these conditions; in addition, 
a larger quantity of impurities is obtained In this case, one 55 
of the isomers, the S epimer, would be obtained, present as 
the major portion in comparison to the R epimer. 

The reaction is carried out on C-16 and C-17 esters by 

hydrolysis in the presence of hydrochloric acid, with sub- 60 

sequent reaction of the aldehyde in these positions, to form 

the corresponding acetal. Therefore, selective hydrolysis 

takes place, since the ester formed at C-21 is not hydrolyzed 

under the conditions mentioned, so that the tri ester should be , c 

to 

chosen in order to keep the radical which is of interest at 
C-21. 



CH 2 — OR 




(VI) 
CHi — OR 




in which R corresponds to an acetyl or oxo-isobutyl or 
isobutyryl radical. K x represents the following radicals: 



-CHj-CHi-CHj-CHj, C(CHj)H-CH3, 



-CH-CH 3 -CHa. 
CH 3 




The reaction is conducted at room temperature (10°-20° 
C), provided that the solubility of the tri ester used permits 
it Temperatures above 25° C. activate secondary reactions 
and the partial deacylation of C-21. 

The reaction time fluctuates between 100 and 200 hours, 
depending on the starting corticosteroids, the acylating 
agents, and the aldehydes used, and it is necessary to reach 
an equilibrium between the maximum formation of the 
epimer or mixture of epimers and the secondary reactions 
that occur. 

Once the excess acid has been neutralized, the crude 
product is extracted with methylene chloride, and the 
organic phase is separated, then concentrated under vacuum. 
The product is crystallized from ethyl ether/petroleum ether 
and is finally purified by treatment in a chromatographic 
column with LH-20 or LH-60 Sephadex as a stationary 
phase and a mixture of organic solvents, e.g. heptane/ 
ethanol, or a mixture of organic solvents and water, in 
proportion which may range between 90/10 and 98/2 for 
heptane/ethanol and 70/30 for ethanol/water, as a mobile 
phase. There may also be subsequent purification procedures 
involving washing or reprecipitation with solvents such as 
methanol, ethanol, acetone, dioxane, ethyl acetate, water etc. 
By using these one at a time or in binary or ternary mixtures 
such as dioxane/water or ethanol/aoetone/water in appropri- 
ate proportions, purification son the order of 99.5-99.9% are 
obtained. Thus in our case, we achieved a purification 
process with ternary mixtures of ethyl alcohol/ace tone/water 
which, by dissolution of the product in organic solvents and 
subsequent precipitation by addition of the corresponding 
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proportion of water under very specific, very vigorous 
agitation conditions and very slow addition time, among 
other factors, results in purification from an 85-90% starting 
point to 99.99% purity. 

Purification by column chromatography is not suitable for s 
industrial production. In this type of operation there are 
usable fine industrial purification methods which make the 
obtainment process for this type of compound very com- 
plete. 

Depending on the application site, and with the purpose of 1 0 
achieving optimal availability of the active ingredient, dif- 
ferent galenical formulations have been prepared for topical 
administration of the compounds according to this inven- 
tion. 

Optimal availability for percutaneous formulations is is 
achieved with a system of glycol-based solvents (propylene 
glycol and 1,3-butanediol) alone or in combination with 
water. It is also possible to dissolve the steroids completely 
or partially in a lipophilic phase, with the aid of a surfactant 
as a solubilizer. Percutaneous compositions come in the 20 
form of ointments, oil-water cream, water-oil cream or 
lotion. The active principle may be present in the previous 
pharmaceutical compositions in solution, in continuous dis- 
persed phase, or as micronized solids. 

The aerosol system is designed in such a way that each 25 
delivered dose contains 10-1000 ug (preferably 20-250 ug) 
of the active steroid. The most active steroids are adminis- 
tered in the lower part of the dosage range. The micronized 
steroid must be in particles substantially smaller than 5 urn. 
In the pressurized aerosol, the substance is suspended in a 30 
propellant gas mixture with the assistance of a dispersant, 
such as sorbitan trioleate, oleic acid, lecithin, or sodium salt 
of dioctylsulfosuccinic acid. 

The invention will be further illustrated by the following 
non-limitative examples. The molecular weights of the cor- 35 
responding products have been confirmed by mass spec- 
trometry, and the melting points (uncorrected) determined 
with a Buchi unit The HPLC analyses were performed 
under the following conditions: 
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C-17 is complete. Upon completion of the reaction, 150 ml 
of a 10% aqueous solution of HQ are added, and agitation 
of the reaction mixture is continued for 30 min.; subse- 
quently, the said mixture is treated three times with the 88 
ml methylene chloride in order to extract the tiiester, and the 
organic phase is washed three times with 100 ml water each 
time. The solution is concentrated under vacuum in a rotary 
evaporator, and produces a crude product which is treated 
with 50 ml ethyl ether and 200 ml petroleum ether (fraction 
40/60). Agitation of the precipitate obtained is continued for 
1 nr., and finally the product is filtered and recrystallized 
with petroleum ether (40/60/ethyl ether 4/1, obtaining a 
yield of 13.3 g and a purity of 97.5- 98%. 
TLC: Toluene/ethyl acetate 30/40, Rfc=0.61. 

EXAMPLE II 

Preparation of pregna 1 ,4-diene-3,20 dione- 16,17,21-ttis-(2- 
methyl- 1 , oxo-propoxy)- 6,9-difluoro- 1 1 -hydroxy 
(6a,lip,16a) 

80 ml pyridine 19.2 g (0.12 mole) isobutyric anhydride 
are placed in a 500 ml reactor, and gradually, with the 
reaction mixture maintained at 40° C, 10 g (0.024 mole) 
pregna-l,4-diene-3^0-dione, 6,9-difluoro- 11,16,1 7,21 -tet- 
rahydroxy (6a,llp,16a) are introduced in such a way that 
no further quantity is added until the previous portion has 
dissolved. The fluocinolone dissolution time is equivalent to 
approximately 2 hr. Once dissolved, agitation of the solution 
is continued for 3 hr. at 40° C. The TLC of the reaction 
mixture indicates when all of the corticosteroid has reacted. 
Once the indicated time has elapsed, the product is cooled 
and 80 ml of an aqueous solution of 10% hydrochloric acid 
ar added after cooling has been achieved. The reaction 
mixture is extracted 4 times with 40 ml chloroform each 
time, the chloroform extract is washed 4 times with 40 ml 
water, and the extract is dried over MgS0 4 . It is then brought 
to dryness in a rotary evaporator, and precipitated and 
recrystallized with ethil ether petroleum ether (40/60 frac- 
tion), obtaining a yield of 12.1 g and a purity of 95%. 

TLC solvent toluene/ethyl acetate 30/40, Rf=0.48. 



Apparatus: 


Hewlett-Packard 1084 A 


Detector 


UVD (243 nm vx. 430 ran) 


Column: 


200 x 4.6 mm 


Stationary phase: 


Lichrosorb C18 (5 nm) 


Mobile phase: 


Ethanol: Water (0.5 mJ/min) 


TemperBQire: 


35° C. 


Injection: 


5 pi ethanol toL at 2 mg/ml 



EXAMPLE m 

Preparation of pregna l,4-diene-3,20-dione, 16,17,21 -tris- 
(2-methyl-l-oxo-propoxy)- 9-fluoro-l l-hydroxy-(ll p, 
16a) 

The process applicable to the tiiester of triamcinolone 
isobutyrate is similar to the preceding process. 



SYNTHESIS OF TRIACYLATED DERIVATIVES C-16, 
C-17, AND C-21 



EXAMPLE I 55 

Preparation of pregna l,4-diene-3,20-dione, 16,17,21 -tris- 
(2-methyl-l-oxo-propoxy)- 11-hydroxy (ll[J,16a) 
30 ml pyridine and 21.6 g isobutyric anhydride (equiva- 
lent to 0.13 moles) are placed in a 500 ml reactor equipped 
with mechanical agitation; while agitating vigorously, 10 g 60 
(0.026 mole) pregna- l,4-diene-3,20-dione, 11,16,17,21-tet- 
rahydroxy (llp,l 6a) are added gradually in portions at 
room temperature. The corticosteroid addition time corre- 
sponds to approximately 25-30 min. Once the said corti- 
costeroid has been dissolved at room temperature, agitation 65 
is continued for a period of time ranging between 1.5 and 2 
hr until esterification of the hydroxyls at C-21, C-16 and 



EXAMPLE IV 

Synthesis of pregna l,4-diene-3,20-dione, 16,17,21 -tris- 

(acetyloxy)-ll-hydroxy-(llp,16a) 

In a 500 ml reactor equipped with a mechanical agitator 
and addition funnel, 10 g (0.026 mole) pregna- 1,4-diene- 
3,20-dione, 1 1,16,17,21 -tetrahydroxy (llp,16a) are dis- 
solved in 30 ml pyridine with vigorous agitation. 13.5 g 
(0.13 mole) acetic anhydride are introduced in such a way 
that the addition takes place within 10 min. and the tem- 
perature of the reaction mixture does not exceed 20° C. Once 
the acetic anhydride has been added, agitation is continued 
for 1 hr. (TLC or HPLC on a sample will indicate the end of 
the reaction by the disappearance of the starting corticos- 
teroid). The reaction time should not be extended beyond the 
indicated period in order to prevent acylation on the C- 11 
. hydro xyl. Upon completion of the reaction, 130 ml of a 10% 
aqueous solution of HQ are added, maintaining the reaction 
mixture for 30 min. with agitation. Subsequently, three 
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times, 75 ml methylene chloride (each time) are added to 
extract the triester formed. The solution of the organic 
extract is washed 3 times with 100 ml water (each time), and 
is maintained for 12-14 hr. with anhydrous MgSO« to dry 
the said solution. 5 

Concentration to dryness of the organic extract gives an 
oil which is treated with ethyl ether/petroleum ether (40/60 
fraction) 1/3. The precipitate obtained is recrystallized from 
methylene chloride/petroleum ether 1/4, obtaining 115 g 
pregrm-l,4-dene-3,20-dione, 16,17,21-tris-(acetyloxy)-U- 10 
hydroxy (lip,16a) of 98-98.5% purity. 

EXAMPLE V 

Formation of pregna 1,4-diene- 3,20-dione- 16,1 7,21 -tris 13 
(acetyloxy)-6,9-difluoro- 1 l-hydroxy-(6a,l 10,16a) 
10 g pregna- l,4-diene-3^0-dionc-6,9-difluon> 11,16,17, 
21-tetrahydroxy-<6a t l 1 p,16a) (0.024 mole) are dissolved in 
1 10 ml pyridine heated to 50° C. to facilitate dissolution in 
a 500 ml reactor, equipped with mechanical agitation, a 20 
thermometer, and an addition funnel; the mixture is cooled, 
and once the corticosteroid is completely dissolved, 19.4 g 
(0. 19 mole) acetic anhydride are slowly added with vigorous 
agitation (45° C), continuing to stir for 3 hr. and subse- 
quently for 1 hr. more at 45° C. Hiis time period can be 25 
extended somewhat A sample in TLC or by HPLC will 
indicate the end of the reaction. Subsequently, 300 ml 
aqueous solution of 10% HO are introduced, continuing to 
stir the mixture for 45 min.; finally, the triester formed is 
extracted three times with 80 ml methylene chloride (each 30 
time), and the organic extract is kept over MgS0 4 . The 
solution is evaporated to dryness, and the oil obtained is 
treated with 50 ml ethyl acetate and 150 ml petroleum ether 
(40/60 fraction) with agitation for I hr. 

The precipitate obtained is recrystallized in ethyl ether/ 35 
petroleum ether 1/4, obtaining 11.8 g pregna-l,4-diene-3, 
20-dione-l 6, 17,21 -tris-(acetyloxy)- 6,9-difluoro- 1 1 -hy- 
droxy-(6a,Up,16a) with a purity of 96.5%. 

EXAMPLE VI 40 

Preparation of pregna 1 ,4-diene-3,20-dione, 16,1 7,21 -tris- 

(acetyloxy)-9-fluoro- 11-hydroxy (llp,16a) 

This synthesis takes place in the same way as indicated 
previously, giving similar yields and purities. 4J 

When the triacylated derivatives are treated with dioxane, 
containing 13-15 wt % HQ gas in solution and the corre- 
sponding aldehyde in the presence of 70% perchloric acid in 
glacial acetic acid as a catalyst, under the temperature and 
time conditions specified in the following examples, the 5Q 
corresponding acetal is obtained on the C-16 and C-17 
hydroxyls, with a mixture of R and S epimers which 
fluctuates between 4(V60%, 50/50% according to the con- 
ditions under which the reaction is conducted. If, in contrast, 
p-toluenesulfonic acid is used as a catalyst instead of the S5 
perchloric acid mentioned earlier, the S epimer is obtained 
predominantly in a quantity of 95-98%. In both cases, the 
ester at C-21 does not undergo hydrolysis. 

The structure of the synthesized compounds and their 
most significant spectroscopic characteristics are summa- ^ 
rized in Table I. 

The processes for obtainment of mixture of epimers and 
processes for formation of the S epimer are described 
separately in the following non-limiting examples of the 
invention, 

DJ 

FORMATION OF (22R,S-) AND (22S)- DERIVATIVES 
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EXAMPLE Vn 

Synthesis of (22R,S)- pregna l,4-diene-3,20-dione, 16,17-[ 

[cyclohexylmethylidyne]bis (oxy)] - 1 1 -hydroxy-2 1 -(2- 

methyl- 1 -oxo-propoxyH 1 1 p,l 6a) 

55 ml anhydrous dioxane are placed in a 500 ml reactor 
provided with mechanical agitation and an addition funnel, 
and 8 g (0.014 mole) pregna- 1,4-diene 3,20-dione, 16,17, 
2 1 -tris-(2-methyl- 1 -oxo-propoxy)- 1 1 -hydroxy-(l 1 p, 1 6a) 
and 4.3 g (0.038 mol) of cyclohexane carbaldehyde are 
dissolved in it; subsequently the mixture is stirred for 30 
min., and 45 ml dioxane HC1 containing 13% HQ gas are 
added slowly, and finally, drop wise, 1 ml 70% perchloric 
acid in glacial acetic acid (taking on a reddish color) is kept 
for 190 hr. with agitation and then heated to 40° C. for 12 nr. 
It is possible to estimate whether the reaction is complete 
with an aliquot of the reaction product, analyzing a sample 
by HPLC under the conditions stipulated below. 

Once the triester has disappeared from the reaction mix- 
ture, the reaction is considered to be terminated; adding 200 
ml methylene chloride, the mixture is treated with 500 ml 
5% K2CO3 in aqueous solution, with vigorous agitation in a 
separatory funnel, and the organic mixture is washed three 
times with 80 ml water (each time). Once decanted, the 
organic phase is kept over on anhydrous MgS0 4 for drying, 
and is concentrated to dryness on a rotary evaporator; an oil 
remains, which upon treatment with 25 ml methylene chlo- 
ride and 150 ml petroleum either (40/60 fraction) yields 8.52 
g crude product which is purified either by recrystallization 
in ethyl ether/petroleum ether or by passing through a 
column with Sephadex LH-20 as the stationary phase and 
ethanol-free chloroform as the mobile phase, obtaining 8 g 
(22R,S)-pregna-l ,4-diene-3,20-dione, 1 6, 1 7-cyclohexyl- 
methyhdyne-bis(oxy)-l 1 -hydroxy-21 -(2-methyl- 1 -oxo- 
propoxy)-(llp,16a) in a purity of 98.5-99% and with an 
epimer proportion of 45/55% to 50/50%. 

The mixture of epimers is resolved by preparative HPLC, 
using a 7 um Iichrosorb RP-18 column (250x10 mm i.d.) 
and ethanol/water as the mobile phase, and obtaining the 
(22R)- epimer practically pure and the (22S)- epimer in a 
purity greater than 99%. 

The product containing the (22R,S)- mixture can also be 
purified without having to use column chromatography by a 
method which is described in the following example. 

EXAMPLE VIII 

Obtainment of (22.S)- pregna l,4-diene-3,20-dione 16,17-[ 
[cyclohexyl-methylidyne]bis (oxy)]- 1 1 -hydroxy-21 -(2- 
methyl- 1-oxo-propoxyM 1 1 p, 1 6a) 
55 ml anhydrous dioxane are placed in a 500 ml reactor 
and 8 g (0.014 mole) pregna- l,4-diene-3,20-dione, 16,17, 
21-tris-(2-rnethyl-l-oxo-propoxy)-(llp,16a)- and 4.3 g 
(0.038 mole) cyclohexane carbaldehyde are dissolved, next 
adding 1 g p-toluenesulfonic acid and 50 ml dioxane-HCl 
(containing 13% HC1 gas), which is introduced slowly over 
a period of 30 min. Agitation is continued for 200 hr., and 
the end of the reaction may be estimated by analyzing the 
mixture of HPLC under the conditions indicated below. 
Once the acetal is formed, 200 ml CL^CHj are added to the 
reaction mixture and treated with 500 ml 5% KjCX^ in 
aqueous solution to eliminate the acidity. Following this 
elimination, the product is washed three times with 80 ml 
water; the solution is dried over MgS0 4 and brought to 
dryness in a rotary evaporator. The oil obtained is treated 
with 25 ml CL^CHj and 50 ml petroleum ether (40/60 
fraction). The solid collected, 5.3 g, is purified by the 
method described below. 
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5.2 g of crude arc dissolved in 300 ml 96° ethanol and 50 
ml acetone in a 500 ml flask provided with vigorous 
mechanical agitation and an addition runnel. 80 ml water are 
slowly added dropwise with vigorous agitation, so that the 
addition process is completed within 6 hrs. Once all the 5 
water has been added, the precipitate formed is stirred for 2 
hrs., filtered and washed with water, and the product dried in 
a 40° oven, obtaining 4.5 g (22S)- pregna- l,4-diene,3,20- 
dione, 1 6, 1 7-cyclohexy lmethylidyne-bis(oxy )- 1 1 -hy droxy- 
21-( 2-methyl-l-oxo-propoxyMllp»16a) in a purity greater 10 
than 99%. 

This method is extended, with small variations, to puri- 
fication of the remaining compounds, and is not limited to 
the examples indicated. It is also possible to employ column 
purification using Sephadex LH-20 as the stationary phase is 
and ethanol-free chloroform as the mobile phase. Within this 
purification there is a first very pure fraction of the S epimer 
and a second fraction in which the ratio of R and S isomers 
may fall in the range of 2/98%, respectively. 

20 

EXAMPLE DC 

Formation of (22R.S)- of pregna 1,4-diene- 3,20-dione-21- 
(acetyloxy)- 1 1-hydroxy- 1 6, 17-(pentylidene) bis(oxy)- 
Olfclta) 25 
8 g (0.016 mole) pregna- l,4-diene-3,20-dione- 16,17,21- 
tris-(acetyloxy)-ll-hydroxy-(llp,16a) are dissolved in 60 
ml anhydrous dioxane in a 500 ml flask, provided with a 
thermometer, mechanical agitation, an addition funnel and 
waterbath; subsequently, 4 g (0.046 mole) valeraldehyde are 30 
added and, slowly, dropwise, with vigorous agitation, 60 ml 
dioxane HQ (containing 13% HQ gas). Once addition of 
the dioxane is complete, 1 ml 70% perchloric acid in glacial 
acetic acid is introduced, heating the product to 50° C for 
200 hrs. Running a sample through TLC or HPLC will 35 
indicate whether the reaction is complete by the appearance 
of two peaks of the epimers and the disappearance of the 
triester of the reaction. Upon completion of ketalization, 175 
ml chloroform are added, vigorously agitating the mixture in 
a separatory funnel with 510 ml aqueous solution of 5% 40 
KaCOa. If a pH below 6 persists in the organic phase, 
additional treatment with an aqueous solution of KaC0 3 is 
performed until the excess acidity is eliminated. The organic 
phase is washed three times with 100 ml water (each time), 
and is kept for 14 hr. over MgS0 4 ; the filtered organic phase 45 
is brought to dryness in a rotary evaporator, yielding an oil 
which when treated with 50 ml ethyl ether and 170 ml 
petroleum ether (40/60 fraction) gives a crude solid of 6.5 g. 

The following procedure is performed for the purification 
of this product: 50 

A mixture of 39 ml acetone, 65 ml 96" ethanol, and 104 
ml water are placed in a 250 ml flask, and 6.5 g of the crude 
product obtained previously are suspended while agitating 
vigorously, and this agitation is continued for 3 hr.; the 
product is then filtered, washed with water, and dried in an 55 
oven at 45° C, giving. 5.7 g (22R,S)- pregna-l,4-diene-3, 
20-dione, 21-(acetyloxy)- 1 1-hydroxy- 16, 1 7-(pentylidene)- 
bis-(oxy)-(llp,16a) in a purity of 99.5%. The ratio of R/S 
epimers is 45/55. 

The resolution of the epimers is achieved similarly 60 
according to the characteristics indicated in Example VII. 

EXAMPLE X 

Formation of (22S)- pregna l,4-diene-3,20-dione- 65 
21 -(acetyloxy)- 1 1 -hydroxy- 16, 1 7-(pentylidene)-bis- 
(oxy)-(llp,16ct) 



8 g (0.016 mole) pregna- l,4-diener3,20-dione, 16,17,21- 
0is-(acetyloxy)-ll-hydroxy-(llp,16a) are dissolved in 65 
ml anhydrous dioxane in a 500 ml reactor provided with 
mechanical agitation and an addition funnel, and subse- 
quently 4 g (0.046 mole) valeraldehyde and 1 .2 g p-tolu- 
enesulfonic acid are introduced, followed by the dropwise 
addition with vigorous agitation of 60 ml dioxane-HCl (13 
wt % HQ). Once added, agitation of the product is contin- 
ued at 50° C. for the period of time necessary for the triester 
to disappear from the reaction mixture. The reaction is 
followed by HPLC, whereby the formation of the S epimer 
is visualized perfectly. TLC only reveals elimination of the 
triester, so that the first method is more advisable. The 
reaction time fluctuates between 100 and 150 hr. The reac- 
tion mixture is then treated with 120 ml chloroform and 60 
ml methylene chloride. The organic solution is treated with 
a 5% K 2 C0 3 solution in order to eliininate the excess acidity 
and is washed three times with water, the residual water is 
eliminated by allowing it to stand over anhydrous MgS0 4 . 
The organic phase is brought to dryness, and the crude 
product in the form of an oil is treated with a mixture of 25 
ml ethyl ether, 25 ml methylene chloride, and 175 ml 
petroleum ether (40/60 fraction). 4.5 g solid are obtained, 
which is purified according to the method followed in the 
preceding example. 

EXAMPLE XI 

Formation of (22R.S)- pregna 1,4-diene- 3, 20-dione- 16,1 7- 
(cyclohyxyl methylidine)-bis-(oxy)-6,9-difluoro- 1 1 -hy- 
droxy-2 1 -(methyl- 1 -oxo-propoxy)-(l 1 fj, 1 6a) 
100 ml anhydrous dioxane heated on a water bath to 35° 
C. are placed in a 500 ml reactor equipped with a water bath, 
addition funnel, and mechanical agitation; under agitation, 
8.8 g (0.014 mole) pregna- l,4-diene-3,20-dione, 16,17,21- 
tris-(2-methyl- 1 -oxo-propoxy)- 6,9-difluoro- 1 1 -hydroxy- 
(6a, 11^, 16a) are added in small portions while agitating (a 
portion of the triester should not be added until the previous 
fraction has dissolved completely). Once all of the triester 
has been added and dissolved completely, the product is kept 
between 15M8° C. for several minutes while agitating, and 
4.5 g (0.04 mole) cyclohexane carbaldehyde and 1 .1 ml 70% 
perchloric acid in glacial acetic acid are added. Finally, 50 
ml anhydrous dioxane containing 13-14% HQ gas by 
weight is slowly added and continuously stirred at room 
temperature during the time necessary for the triester to 
disappear from the reaction mixture. Once the reaction is 
complete, 250 ml chloroform are added; the mixture is 
treated three times in a separatory funnel with 250 ml of a 
5% aqueous solution of K^COa each, and washed again 
three times with 100 ml water each time. The organic phase 
is kept over anhydrous MgS0 4 or another suitable drying 
agent; the organic solution is concentrated to about Vs of its 
volume and is treated with 300 ml ethyl acetate, continuing 
to stir the mixture for 2 hr. at 30° C. Subsequently, the 
solution is cooled and kept overnight at -10° C. Finally, it 
is concentrated to dryness, and the oil obtained is treated 
with 50 ml ethyl ether and 180 ml petroleum ether. The 
solution is kept cold during 24 hr., yielding a precipitate of 
7.5 g (22R,S)- pregna-l,4-diene-3,20-dione, 16,17-(cyclo- 
hexylntethyUdme>bis-(oxy)-6,9-difluoro- 1 1 -hydroxy-21 
(methyl- l-oxo-propoxyHll P. 16a). This product can be 
purified by the method indicated in Example vm, and in this 
manner a yield of 7 g is obtained, with a purity of 99-99.5% 
and a proportion of R/S epimers of approximately 40/60%. 

The resolution of the epimers is achieved similarly 
according to the characteristics indicated in Example VII. 
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EXAMPLE XH 

Formation of (22S)- pregna- 1,4-diene- 3,20-dione-16,17- 
(cyclohexylmcmylidine)-bis-(oxy)- 6,9-difluoro- 1 1 -hy- 
droxy^ l-<s-mcthyl- l-oxo-propoxy)-(ll|j,16a) 
120 ml anhydrous chloroform, 4,5 g (0.04 mole) cyclo- 5 
hexane carbaldehyde and 1 g p-toluenesulfonic acid are 
placed in a 1 L reactor provided wiih a water bath, a reflux 
condenser, a Dean-Stark trap, a magnetic stirrer, thermom- 
eter and addition funnel. While vigorously agitating and in 
aliquots 8.8 g (0.014 mole) prcgna-l,4-dicnc-3,20-dione, 10 
16,17,21 -tris-(2-methyl- l-oxo-propoxy)-6,9-difluoro-ll- 
hydroxy (6oUlp,16a) are added in small aliquots in such a 
way that no new aliquot is added until the previous one has 
been dissolved. Finally, 100 ml chloroform containing HQ 
gas dissolved in an approximate proportion of 10 wt % are 15 
added, and the product is kept under vigorous agitation for 
5 nr. at room temperature. Subsequently, the product is 
maintained under very mild reflux (water is collected in the 
Dean-Stark trap during the process) along the time necessary 
for the reaction to be completed, i.e., until no more tries ter 20 
exists in the reaction mass. This can be checked by taking a 
small sample from the reactor, first neutralizing it, and then 
estimating the end of the reaction by HPLC. It is advisable 
to add an additional 10-15 ml chloroform-hydrochloric acid 
during the process. 25 

200 ml methylene chloride are added to the reaction 
mixture; the mixture is treated three times with 200 ml 5% 
KjCOj in aqueous solution, and subsequently washed three 
times with 80 ml water each time. The organic solution is 
left overnight, drying with anhydrous MgS0 4 or another 30 
conventional drying agent, brought to dryness, and the oil 
obtained is treated with 200 ml toluene for 2 hr., with 
agitation. The oil is collected by decantation and is diluted 
in 50 ml methylene chloride and 20 ml tert-methyl-butyl 
ether, and the solution obtained is precipitated with 75 ml 35 
petroleum ether (40/60 fraction), increasing the quantity of 
the said ether (if necessary) up to the point of complete 
precipitation. It is advisable that he petroleum ether be added 
slowly, with vigorous agitation. The solid collected, 7.2 g, is 
purified by the following procedure. 7.2 g of the product 40 
obtained previously are. dissolved in a flask which contains 
150 ml 96° ethanol and 200 ml acetone; under stirring 
vigorously, 200 ml water are added slowly, dropwiae, so that 
complete addition of the water is achieved within 6 to 7 nr. 
The precipitate formed is stirred for 2 hr., after which the 45 
precipitate obtained is filtered and washed with water and 
dried in a 40°-45° C oven, given 6.5 g pregna- 1,4-diene- 
3,20-dione, 6,17^cyclohexylmemyUdine>bis(oxy)-6,9-dif- 
luoro- 1 1 -hydroxy-21 (2-methyl- 1 -oxo-propoxy)-(l 1 p, 16a) 
in a purity above 99%. The ratio of the R/S isomers 50 
corresponds to 1/99%, respectively. 

A similar process is that followed in the formation of the 
different acetals of pregna-l,4-diene- 3,20-dione, 11,16,17, 
21-tetrahydroxy-(lip,16a), pregna- l,4-diene-3^(Wione, 
9-fluoro-ll,l6,17,21-tetrahydroxy-( ll(J,16a), and pregna- 55 
l,4-diene-3,20-dione, 6.9-difiuoro- 11,16,17,21- 
tetrahydroxy-(6a, lip, 16a) with valeraldehyde, 
cyclohexanecarbaldehyde, benzaldehyde, isobutyraldehyde, 
and isovaleraldehyde for the formation of the 21 -esters 
(22R.S)- (22S)- of the corresponding compounds, and it is 60 
possible by preparative HPLC to achieve the separation of 
(22R)- and (22S)- from the mixture. 

The structure of the compounds synthesized and their 
most significant spectroscopic properties are compiled in 
Table n. 65 

EXAMPLES OF PHARMACEUTICAL PREPARA- 
TIONS 
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The following and non-limitative examples illustrate the 
formulations intended for different topical forms of admin- 
istration. The amount of active steroid in the percutaneous 
formulations are ordinarily 0.001-0.2% (w/w) preferably ' 
0.01-0.1% (w/w). 



Formulation ] t Ointnff n| 




Liquid paraffin 
White paraffin a.d 
Fonnulaiion 2, Ointment 


0.025 g 
15 g 
100.0 g 


Steroid 

Propylene glycol 

Ariacel 83 (sorbitan sesqtrioleate) 
liquid pmwffifl 
White paraffin a.d. 
Fonnubtion 3, O/W Cream 


0.025 g 
6JQ % 
6.0 g 
15.0 g 

100.0 g 


Steroid 
Cetyl alcohol 

Soft paraffin 
Poryglycol 1500 
Citric acid 
Sodium citrate 
Propylene glycol 
Water fl_d. 

Fonroitarion 4, Q/W Cream 


0.025 g 
7.0 v 
4.0 g 
15.0 g 
3.0 g 
0.1 g 
0.2 g 
20.0 g 
100.0 g 


Steroid t^^ata ~m\ 
Soft p* nr ^in 
Liquid p*™ffin 
Cetyl alcohol 
Twcen 65 
Span 60 
Citric acid 
Soibic and 
Sodium citrate 
Watered. 

Formulation 5, W/O Cream 


0.025 g 
20.0 g 
5.0 g 
5.0 g 
3.0 g 
1.0 g 
0.1 g 
0.2 g 
02 g 

100.0 g 


Steroid 
Soft paraffin 
Liquid paraffin 
Arlacel 83 
Sortric acid 
Citric acid 
Sodium citrate 
Water a.d. 

Formulation 6, Lotion 


0.025 g 
35.0 g 
8.0 g 
5.0 g 
0.2 g 
0.1 g 
0.2 g 

100.0 g 


Steroid 
Isopropanol 
Carbopo!940 
NaOH 
Water a.d\ 

Formulation 7, Injectable suspension 


0.025 g 
50.0 ml 

0.5 g 

q.l. 
100.0 g 


Steroid Micronized 

Sodium caiboxymcthylcelhilose 

Sodium chloride 

Twcen 80. 

Benzyl alcohol 

Water for injection 

Fammlation 8, Pressurized Aerosol 

for Oral and Nasal Inhalation 


0.05-10 mg 

7 mg 
10 mg 
0.5 mg 

8 mg 
1.0 ml 


Sorbiton trioleate 

Thrichloro-fluaromethane 

Dicbloro-tetrafimxroelbase 

DichIoro<H flnaroxnethaae 

Formulation 9, Solution for Atotmzarloo 


0.1% w/w 
0.7% w/w 
24.8% w/w 
24.8% w/w 
49.6% w/w 


Steroid 

Propylene glycol 
Water a.d. 


7.0 mg 
5.0 g 
10.0 g 



5,482,934 



15 

-continued 



16 



Formulation 10, Powder far Inhalation 
A capmte filled with a mixture of 



0.1 g 
20 me 



PHARMACOLOGIC TESTS 

10 

All of the steroids described in this invention are phar- 
macologically active compounds. The glucocorticoid activ- 
ity of these products was studied in comparison with that of 
budesonide: prcgna- 1 ,4-dienc- 3,20-dione, 16,17-butyl- 
idenebis(oxy)-ll-21-dihydroxy-( llp,16a). The pharmaco- 15 
logic action on the acetonides triamcinolone acetonide and 
Sunisolide was also studied. 

Anti-inflammatory effects of the compounds were 
screened in the cotton pellet granuloma bioassay for iden- 
tification of lead compounds. (Meier et ah, Eperimentia 6, 20 
469, 1950). Male Wistar rats were used, ranging in weight 
between 90 and 120 g, at the rate of 10 animals per group, 
previously identified and quartered in individual cages. The 
animals had free access to feed and drink throughout the 
trial. 25 

Cotton pellets weighing exactly 20 mg were prepared, 
sterilized for 2 nr. at 160° C. soaked with 50 XI solution of 
the product or with the solvent before implantation, and 
subsequently the solvent is evaporated before application. 
The implantation was performed subcutaneously in the 30 
axillary zone of the animals previously anesthetized with 
ether (right axilla pellet with product, left axilla pellet with 
solvent). Animals in which pellets without product were 
implanted were used as controls. 

The drug was applied in alcohol solution at 4 dosage 35 
levels. Once the pellets were implanted, the animals were 



kept under normal rearing conditions, isolated for 7 days and 
then weighed, after which they were sacrificed by exsan- 
guination. 

Extraction and weighing of the thymus and adrenals were 
performed in all animals and a fluoro metric determination of 
the Cortisol plasma levels was made. We consider the 
variation in these parameters indicative of the systemic 
glucocorticoid activity of the products. 

The topical activity was determined by the inhibitory 
effect on the weight of the cotton-pellet-induced granuloma; 
the granulomas were extracted and weighed (pellet and 
connective tissue surrounding them, dried for 24 hr in a 60° 
oven, and weighed). 

The results are in the Tables Ula and Hlb. 

Anti-inflammatory EDjq (topical effect), thymus inhibi- 
tion ED^ (systemic effect), therapeutic index (systemic 
ED 5( /topicaI ED jq), and the therapeutic index relative to 
budesonide (=1). 

All of the ED 50 values were calculated from the linear 
regression lines with the confidence limits. 

The products that are the object of the present invention 
have shown in the pharmacologic studies performed a low 
systemic effect in relation to the topical pharmacologic 
activity found. The difference becomes even more evident 
when the reference products, budesonide, Sunisolide, and 
triamcinolone acetonide are compared; effective local phar- 
macologic activity and low systemic glucocorticoid 
response are demonstrated. 



TABLE 1 



CH 2 -0-R 




COMPOUND 


x, 


Xa 


R 


IR 
(ester) 
(cm- 1 ) 


NMR 
CH 3 — C (ester) 
5( 1 ppm) 


1 


H 


H 


— CO€H(CH 3 )CH 3 


1720,1270 


1.17(dH00(cD-O.98(d) 


2 


F 


F 


— COCH(CHj)CH 3 


1720,1250 


U6(dH.07(dH).95(d) 


3 


H 


F 


— COCH(CHj)CH 3 


1730,1230 


U8(d)-1.09(dM).93(d) 


4 


H 


H 


— COCHj 


1740,1228 


2.50-1.96-1.94 


5 


F 


F 


-COCHj 


1740,1230 


Z02-2.0 1-1.92 


6 


H 


F 


-COCHj 


1740,1230 


2.01-1.98-1.90 



TABLE II 
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18 



CH 2 — ORi 




R-S NMR* 
PROPORTION IS-CHj** 



COMPOUND X, X, 



EPIMERS R S 6(ppm) 



7 H H -COOCH(CH3)CHj 



8 H H -COCH(CH3)CHj 



9 H H -COCH(CH 3 )CH3 



-o 

<3 



22-R + S 40-60% 60-40% 



22-S 98-99% 1-0% 0.96 



22-R 99.9% 0% 0.94 



10 


H 


H 


a 


H 


H 


12 


H 


H 


13 


F 


F 



-OOCHj -CHj-CHj-CHj-CHj 22-R + S 40-60% 6(M0% 

-COCH 3 -CHj-CHj-CHj-CH, 22-S 99% ■ 1% 097 

-COCH3 -CHj-CHj-CHa-CHj 22-R 99.9% 0% 0.93 



-COCH(CH 3 )CH 3 



14 F F -COCHtCHjKHj 



<3 



15 - F F -1 



COdKCHjJCH, 




22-R+S 40-60% 6(M0% 



22-S 99-99.5% 0% 0.95 



22-R 99.9% 0% 0.93 



•5% rotation in CI3CD. 
♦♦Rcf. TMS. 



TABLE m 



COMPOUND 



LOCAL PHARMACOLOGIC ACTIVITY AND SYSTEMIC GLUCOCORTICOID 
EFFECTS EXPRESSED AS £D M pg/pdlet 



EPTMER 


TOPICAL 
ANTI-INFLAMMATORY 
ACTIVITY 
(Cotton Pellet) 


SYSTEMIC 
GLUCOCORTICOID 

ACTIVITY 
(Tbymni inhibition) 


THERAPEUTIC 

INDEX 
SYSTEMIC ED*/ 
TOPICAL EDjo 


THERAPEUTIC 
INDEX WITH 
RESPECT TO 
BUDESONIDE 


22 R^ 


21.7 


614.7 


28.3 


26 


22 S 


(17-27.7) 


(279.6-1351) 




20.5 


608 


29.6 


27.2 


22R 


(165-25.6) 


0593-1228.3) 




25.4 


667.1 


26.2 


24.5 




(185-31.1) 


(321.4-1489.2) 




22 R£ 


59.9 


583.2 


9,7 


8.9 


22S 


(593-60.3) 


(236.2-1440) 




43 


555.3 


119 


11.8 




(38.4-58) 


(2963-13873) 





7 
8 
9 
10 
11 
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TABLE Ill-continued 
LOCAL PHARMACOLOGIC ACTIVITY AND SYSTEMIC GLUCOCORTICOID 







EFFECTS EXPRESSED AS ED 30 \igtpeikx 










TOPICAL 


SYSTEMIC 


THERAPEUTIC 


THERAPEUTIC 






ANTI-INFLAMMATORY 


GLUCOCORTICOID 


INDEX 


INDEX WITH 






ACTIVITY 


ACTIVITY 


SYSTEMIC EDjq/ 


RESPECT TO 


COMPOUND 


EPIMER 


(Cotton Pellet) 


(Thymui inhibition) 


TOPICAL EDjo 


BUDESONIDE 


12 


22R 


74.7 


592.2 


7.9 


7.2 ~ 






(853-65.1) 


(265.1-1342.9) 






13 


22 R£ 


4J 


54 


12 


11 






0.7-5.5) 


(35-83.3) 






14 


22S 


3.6 


49 


13.6 


15 






(3-4-5) 


(30.7-76.2) 






15 


22R 


5.2 


563 


10.8 


9.9 






(3.6-6) 


(29.8-88.3) 






BUDESONIDE 


22R.S 


163.6 


178.6 


1.09 


1 






(125.1-213.9) 


(81.3-392.6) 






TRIAMCINOLONE 


22 RJS 


220.7 


156.4 


0.7 


0.6 


ACETONIDE 




(198.1-245.7) 


(144.7-169) 




FLUN1SOLTOE 


nnjs 


351.6 


156 


0.44 


0.4 






(268.8-459.9) 


(188.3-224.8) 







We claim: 

1. A compound of the formula 




CHj-O-Ri 



patient of an effective dose of a compound according to 
claim 1. 

8. The compound of claim 1 which is [llp,16a(R,S)]- 
16,17-[ cyclohexylmethylene)bis (oxy)]-ll-hydroxy-21-(2- 
methyl- 1 -oxopropoxy)pregna- 1 ,4-diene- 3 ,20-dione. 

9. The R-epimer of the compound of claim 8. 

10. The S-epimer of the compound of claim 8. 

11. A compound of claim 1 wherein each of is X, and X 2 
is hydrogen. 

12. A compound of claim 1 wherein each of X, and Xj is 
fluorine. 



in the form of an R epimer, an S epimer, or a stcreoisomeric 
mixture of the R and S epimers in terms of the orientation 
of the substituents on the carbon atom at position 22, 
wherein: 
R t is cyclohexyl, 

R 2 is a member selected from the group consisting of 



-C-CHj. 



-C-CH-CHj 
CH 3 



and wherein X, and X 2 may be the same or different and 50 
each is a member selected from the group consisting of 
hydrogen and fluorine. 

2. A compound according to claim 1 in the form of the 
(22S>- epimer. 

3. A compound according to claim 1 in the form of the 55 
(22R)- epimer. 

4. An anti-inflammatory drug containing a compound 
according to claim 1. 

5. A method of treating inflammatory conditions which 
comprises administering to a patient an anti-inflammatory 60 
effective amount of a compound according to claim 1. 

6. A pharmaceutical composition having anti- inflamma- 
tory properties comprising as the active ingredient an effec- 
tive amount of a compound according to claim 1 together 
with a pharmaceuti call y acceptable carrier. 65 

7. A method for the treatment and control of inflammatory 
conditions characterized by the topical administration to a 
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EXHIBIT F 



EXHIBIT F 



BRIEF DESCRIPTION OF REPRESENTATIVE 
SIGNIFICANT ACTIVITIES (1) DURING THE 
REGULATORY REVIEW PERIOD FOR: 



OMNARIS (ciclesonide) Nasal Spray (IND 65,488 and NDA 22-004) 

And 

ALVESCO (ciclesonide) Inhalation Aerosol (IND 53,391 and NDA 21-658) 



IK 

1 IN 


D 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


22 Feb 2002 


Meeting with FDA 


Pre-IND Meeting with FDA 


08 Mar 2002 


Letter from FDA 


FDA prepared pre-IND meeting minutes. 


08 Aug 2002 


IND Submission 
000 to FDA 


INITIAL IND FILING 

For the use of ciclesonide nasal spray in 
allergic rhinitis. 


14 August 2002 


Letter from FDA 


Verification of receipt of IND and assignment of 
IND #65,488 to the project. 


09 Sep 2002 


Telephone contact 


Inquire about IND response - no clinical hold, 
trials may begin 


04 Oct 2002 


Letter from FDA 


Clinical Trials Data Bank form letter 


04 Nov 2002 


Letter from FDA 


FDA comments to 08 Aug 2002 IND submission 


02 Dec2002 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment to TBN-CL-002 to incorporate 
changes requested in the IND comments 


10 Dec 2002 


IND Submission 


Info Amend: Pharm/Tox 
Info Amend: Clinical 
Response to initial IND 


4 April 2003 


IND Submission 


General Correspondence 

Transfer of IND Sponsorship from Teijin 

America to ALTANA Pharma 


8 Aoril 2003 


Telephone Contact 


ALTANA informed FDA Project Manager of 
Sponsor transfer, contact and submission of 
future EOP2 meeting request 


17 April 2003 


Letter from FDA 


Dog species for 6 month bridging study is 
acceptable by FDA. 


20 June 2003 


Telephone Contact 


Provide details on Meeting Request, Request 
response to outstanding issues identified in S- 
002 


23 June 2003 


Telephone Contact 


Dr. Anthracite of FDA stated tubular atrophy in 
ICF could be left to Sponsor discretion. Dr. 
Szema is new Medical Officer. 


24 June 2003 


IND Submission 


Request for Formal FDA Meeting - Type B 


1 July 2003 


Telephone Contact 


Date of Meeting: Oct 1 , 2003 from 3-4:30 pm 


13 Aug 2003 


IND Submission 


Information Amendment: Clinical 
Final Study Report TBN-CL-001 


27 Aug 2003 


IND Submission 


TYPE B (EOP2) Meeting Briefing Package 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period. 



F-1 



IN 


D 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 








25 Sep 2003 


Letter from FDA 


FDA List of Attendees 


25 Sep 2003 


IND Submission 


General Correspondence 
Revised list of EOP2 attendees 


01 Oct 2003 


FDA Meeting 


End of Phase 2 Meeting 


10 Oct 2003 


IND Submission 


Information Amendment: Clinical 
Revised Pediatric Proposal in response to FDA 
recommendations presented at the October 1st 
EOP2 Meeting. 


3 Nov 2003 


IND Submission 


Annual Report 

Coverage Period: 09 Sep 2002 - 08 Sep 2003 


4 Nov 2003 


Letter from FDA 


FDA Prepared Minutes from October 1st EOP2 
Meeting 


24 Nov 2003 


Letter from FDA 


FDA Feedback to Oct 10, 2003 (S-010) 
Pediatric Proposal 


4 Dec 2003 


IND Submission 


General Correspondence 

Request for Corrections to October 1 EOP2 

Meeting Minutes (Onset of action and systemic 

exposure) 


12 Dec 2003 


IND Submission 


Protocol Amendment: 
New Protocols 

BY9010\M1-401 (pivotal SAR) 
BY9010/M1-402 (pivotal PAR) 
BY9010/M1-404 (Long Term Safety) 


16 Dec 2003 


IND Submission 


Information Amendment: 

Pharmacology/Toxicology 

SBL24-50 (Interim Report) 

26 Week Intranasal Study of Ciclesonide Nasal 

Spray in Beagle Dogs 


19 Dec 2003 


IND Submission 


Information Amendment: CMC 
Responses to Nov 4, 2002 FDA letter and 
updated CMC information (request for FDA 
feedback) 


16 Jan 2004 


IND Submission 


General Correspondence: 
Protocol 401 Clinical Trial Material 
Provide details on an investigation and 
corrective action plan for clinical drug supply 


30 Jan 2004 


IND Submission 


Information Amendment: CMC / Request for 

FDA feedback 

NDA Stability proposal 


30 Mar 2004 


IND Submission 


Information Amendment: Clinical 
Statistical Analysis Plan for BY9010/M1-401 


14 Apr 2004 


IND Submission 


Information Amendment: Clinical 
Final Study Report 76/2004 
(Phase 2 dose range finding trial) 


15 Apr 2004 


IND Submission 


Protocol Amendment: New Protocol 
Study BY9010/M1-403 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period. 

F-2 



IN 


D 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 






(Phase 3 study in children 6-1 1 years of age) 


05 May 2004 


IND Submission 


Information Amendment: Clinical 
Revised Statistical Analysis Plan for 
BY9010/MI-401 


27 May 2004 


IND bubmission 


Protocol Amendment: New Protocol/Request 

for FDA Review and Comment 

Protocol BY9010/M1-405 (Phase 3 trial in 

children 2-5 Years of Age) 

Request for FDA acceptance of study design 

with no efficacy measurements. 


10 June 2004 


IND Submission 


Protocol Amendment: Change in Protocol 

BY9010/M1-403 

BY9010/M1-404 


30 Jun 2004 


IND Submission 


General Correspondence /Request for FDA 
Review and Comment 

Submission of Clinical Pharmacology proposal: 
Synopses for Qvar + cic nasal and Advair + cic 
nasal 


01 July 2004 


IND Submission 


Information Amendment: Clinical / Statistical 
Analysis Plan for BY9010-M1/402 


15 July 2004 


Telephone Contact 


Inquire about status of review for Submission S- 
027 (pediatric PAR aged 2-5 years new 
protocol) 


20 July 2004 


Telephone Contact 


Ms. Colette Jackson of FDA called to state that 
a letter has been written and requires review 
and approval by the Clinical Team Leader (Dr. 
Stark). A response is expected Friday, July 22, 
2004. 


27 July 2004 


Letter from FDA 


FDA Response to S-027 (405 trial feedback) 


10 Aug 2004 


Email to FDA 


Request for Status of Clin Pharm proposal (S- 
031) and CMC stability proposal (S-018) 


10 Aug 2004 


IND Submission 


Protocol Amendment: Change in Protocol 
BY9010/M1-403 Amendment 2 
BY9010/M1-405 Amendment 1 version July 29, 
2004 (addition of symptom assessment) 


10 Aug 2004 


Telephone Contact 


TCON scheduled (Sept 20th 1 1am) for din 
pharm proposal S-031 and no comment on 
NDA stability proposal (S-018) 


31 Aug 2004 


Letter from FDA 


Comments regarding July 1, 2004 Serial 032 
Submission (Comments to BY901 0-402 SAP) 


15 Sep 2004 


IND Submission 


General Correspondence 

Response to FDA comments dated 31 Aug 

2004 (402 SAP) 


20 Sep 2004 


FDA Meeting (via 
teleconference) 


Discussion of Clinical Pharmacology proposal 


14 Oct 2004 


IND Submission 


Information Amendment: 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period. 

F-3 



IN 


D 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 






Pharmacology/Toxicology 

Toxicology reports 103/2004, 344/2003, 

49/2003 , 45/2003 


19 Oct 2004 


Letter from FDA 


FDA meeting minutes to Sep 20th TCON and 
comments to Clinical Pharmacology proposal 


21 Oct 2004 


IND Submission 


Protocol Amendment: New Protocol/Change in 
Protocol 

New Protocol BY901 0/406 (EEU Study) and 
Change in Protocol BY9010/M1-404 


4 Nov2004 


IND Submission 


Annual Report 

Coverage Period 09 Sep 2003 - 08 Sep 2004 


12 Nov 2004 


IND Submission 


Protocol Amendment: New Protocol 
BY9010/M1-408 


07 Dec 2004 


IND Submission 


Protocol Amendment: New Protocol 
BY9010/M1-407 


09 Dec 2004 


IND Submission 


Protocol Amendment: New 
Investigators/Updated Investigators 


16 Dec 2004 


IND Submission 


Information Amendment: Clinical 
SAP for BY9010/M1-404 


07 Jan 2005 


IND Submission 


Protocol Amendment: New Protocol/ Change 
in Protocol/ New Investigator 
New Protocol: BY9010/M1-409 
Change in Protocol: BY9010/M1-408 


17 Jan 2005 


IND Submission 


Information Amendment: Clinical 
BY9010/M1-406 SAP 


18 Jan 2005 


IND Submission 


Protocol Amendment: Change in Protocol 
BY9010/M1-403 Amendment 3, version dated 
Dec 22, 2004 


07 Feb 2005 


Telephone Contact 


Discuss tradename submission and eCTD 
submission 


24 Feb 2005 


IND Submission 


Information Amendment: Clinical 
SAP for BY9010/M 1-403 and -405 


zo reD Zukjd 


Letter from FDA 


Comments to S-047 (SAP for Protocol 
BY9010/M1-406) 


02 Mar 2005 


IND Submission 


Protocol Amendment: Change in Protocol 
BY9010/M1-408 A2 + A3 
BY9010/M 1-409 A1 


03 Mar 2005 


IND Submission 


Request for Type B (Pre-NDA Meeting) to 
discuss clinical, nonclinical, statistical and 
electronic format 


08 Mar 2005 


IND Submission 


Information Amendment: Clinical 
SAP for BY9010/M1-408 


11 Mar 2005 


IND Submission 


Request for Review of OPENAZE™ 


14 Mar 2005 


Telephone Contact 


Meeting Dates for Type B Meeting Request 
discussed with Colette Jackson 


17 Mar 2005 


IND Submission 


Request for Type A Meeting 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period. 

F-4 



IND 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


17 Mar 2005 


Letter from FDA 


Fax confirmation from FDA for June 7th Pre- 
NDA meeting date and request for 15 copies of 
BP 


18 Mar 2005 


IND Submission 


Information Amendment: Clinicial 
SAP for BY9010/M1-406 and 407 


22 Mar 2005 


Telephone Contact 


Call with FDA to confirm meeting date for Type 
A meeting. Meeting scheduled for May 9, 2005. 
FDA internal meeting is on 27 April 2005. 
Briefing Package due to FDA by 15 April 2005. 


22 Mar 2005 


Letter from FDA 


Fax confirmation of Type A Meeting. 


05 Apr 2005 


Letter from FDA 


Comments to Ser 053, SAP for BY9010/M1-408 


1 1 Apr 2005 


IND Submission 


Information Amendment: Clinical 

CSR for study BY9010/M1-401 (Study report # 

287/2004) 


14 Apr 2005 


IND Submission 


Information Amendment: CMC 
Type A meetinq Briefinq Packaqe 


20 Apr 2005 


IND Submission 


General Correspondence 

Request for teleconference to discuss 408 SAP 

comments 


22 Apr 2005 


IND Submission 


PRE-NDA BRIEFING PACKAGE for June 7th 
face to face meeting (clinical/nonclinical/e- 
format) 


27 Apr 2005 


Email 
correspondence 


Request feedback on MedWatch requirement 
for postmarketing reporting 


06 May 2005 


Letter from FDA 


FDA Comments to May 9th Type A CMC 
Questions regarding Micronization (briefing 
package submitted as serial number 059 dated 
14-Apri! 2005) 


10 May 2005 


Fax to FDA 


Updated attendee list and dial in information for 
May 10 teleconference 

i — 


10 May 2005 


Email 
correspondence 


FDA response to ALTANA inquiry about use of 
CIOMS for postmarketing safety reporting 


10 May 2005 


FDA Meeting (via 
teleconference) 


Teleconference to discuss 408 SAP 


1 1 May 2005 


IND Submission 


Final Study Report 
BY9010/M1-402 


17 May 2005 


Letter from FDA 


SAP comments to M1 -403/405 


18 May 2005 


Letter from FDA 


FDA feedback on tradename review 


19 May 2005 


IND Submission 


408 SAP Amendment 


25 May 2005 


IND Submission 


Revised Datasets for Pre-NDA Meeting 


26 May 2005 


IND Submission 


Information Amendment: Clinical 
Amendment to M1-405 SAP 


02 June 2005 


Letter from FDA 


Meeting Minutes for May 10th M1-408 SAP 
teleconference 


07 June 2005 


FDA Meeting 


June 7th Pre-NDA Meeting 
(Clinical/Nonclinical/e-format) 


15 June 2005 


IND Submission 


Meeting Request 
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IN 


D 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 






Type B Pre-NDA (CMC) 


07 July 2005 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 2 to Protocol BY9010/M1-409 


21 July 2005 


IND Submission 


Information Amendment: Clinical 

SAP for 403 (Amendment 1 , version 2.0) 

SAP for 409 (version 1 .0) 

4 L 


22 July 2005 


Telephone Contact 


Feedback on the eCTD pilot submission 


29 July 2005 


IND Submission 


CMC Briefing Package for Auqust 29th Type B 
Pre-NDA Meeting 


18 Aug 2005 


IND Submission 


General Correspondence 
OPENAZE tradename rebuttal 


29 Aug 2005 


FDA Meeting 


Pre-NDA CMC Meeting 


22 Sep 2005 


IND Submission 


Information Amendment: Clinical 

SAP for 409 (Amendment 1, version 2.0) 


29 Sep 2005 


IND Submission 


Final Study Report BY9010/M1-402 


04 Oct 2005 


Letter from FDA 


FDA prepared CMC Pre-NDA meeting minutes 
(meeting held on August 29, 2005) 


14 Oct 2005 


IND Submission 


Protocol Amendment: New Protocol 
BY9010/M1-416 


26-Oct-2005 


IND Submission 


Information Amendment: 
Pharmacology/Toxicology Final Non-Clinical 
Study Reports: 29/2005, 30/2005, 151/2005, 
3/2005, 4/2005, 74/2005 


28-Oct-2005 


28-Oct-2005 


NDA Number assigned: 
NDA 22-004 


01 Nov 2005 


01 Nov 2005 


OPENAZE review status and SPL requirements 


04 Nov 2005 


IND Submission 


Annual Report 

Coverage Period 09 Sep 2004 - 08 Sep 2005 


14 Dec 2005 


Telephone Contact 


Discussion on SPL requirements for Patient's 
Instructions for Use and Pediatric 
Waiver/Deferral Procedure 


22 Dec 2005 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 1, for Study BY9010/M1-416 (PAR 
study, 2-5 years of age 


09 Jan 2006 


IND Submission 


Protocol Amendment: New Protocol 
BY9010/M1-417 (6-1 1 year SAR) 


21 Feb 2006 


Letter from FDA 


Feedback on Tradename Review - OPENAZE 


02 Mar 2006 


IND Submission 


Protocol Amendment: New Protocol 
BY9010/M1-412 (SAR in a park setting) 


13 Mar 2006 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 1for Study BY9010/M1-417 (6-11 
year SAR) 


20 Mar 2006 


IND Submission 


General Correspondence: Request for 
Comment and Advice - Feedback on proposed 
juvenile animal toxicology program 


24 Mar 2006 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 2for Study BY9010/M1-416 (PAR 
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IN 


D 65,488 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 






study, 2-5 years of age). 


07 Apr 2006 


Letter from FDA 


FDA Comments to Jan 9, 2006 BY9010/M1-417 
(6-11 year SAR) and Mar 2, 2006 BY9010/M1- 
412 (SAR in a park setting) new protocol 
submissions 


19 May 2006 


Letter from FDA 


Response to March 20, 2006 juvenile animal 
toxicology proposal 


24 May 2006 


IND Submission 


Information Amendment: Clinical / Statistical 
Analysis Plan for BY9010-M1/416 


1 June 2006 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 2 for study BY9010/M1-417 (6-1 1 
year SAR) 


20 June 2006 


IND Submission 


Information Amendment: Clinical 
Suspension of enrollment for the 417 trial 


29 June 2006 


IND Submission 


General Correspondence 

Type C Meeting Request for the VMR 

Indication. 


14 July 2006 


Letter from FDA 


Type C meeting (tcon) scheduled for Sept 12, 
2006 3pm. 


c. i juiy zuud 


IND Submission 


Protocol Amendment: New Protocol 
DYyunu/ivn-4io (bbu study) 


2 Aug 2006 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 3 Study Protocol BY9010/M1-417 


i u Aug zuuo 


IND Submission 


Type C Meeting Briefing Package - VMR 


1 1 Aug 2006 


IND Submission 


Protocol Amendment: New Protocol 
BY9010/M1-490 


7 Sept 2006 


Letter from FDA 


FDA responses to VMR questions for the 
September 12th VMR teleconference. 


7 Sept 2006 


Telephone contact 


Discuss FDA responses to VMR and request 
cancellation 


8 Sept 2006 


IND Submission 


VMR Cancellation Letter 


1 1 September 2006 


Telephone Contact 


Discuss (irritant induced rhinitis indication) 


19 September 2006 


IND Submission 


Information Amendment: 

Statistical Analysis Plan for BY9010/M1-417 


5 October 2006 


IND Submission 


Protocol Amendment: Change in Protocol 
Amendment 1 Study Protocol BY9010/M1-490 


12 October 2006 


IND Submission 


Information Amendment: 

Pharmacology/Toxicology 

External Nonclinical Study Report No. 261/2006 
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NDA 22-004 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


21 Dec 2005 


NDA Submission 


New Drug Application for the use of ciclesonide nasal 
spray in the treatment of seasonal and perennial 
allergic rhinitis in patients 2 years of age and older 


22 Dec 2005 


Letter from FDA 


NDA Fax receipt confirmation 


23 Jan 2006 


Telephone 
Contact 


Respond to Med Officer inquiries and discuss 
OPENAZE review 


10 Feb 2006 


Telephone 
Contact 


Respond to CMC reviewer (shah) on DMF for ABL 
740 


13 Feb 2006 


Telephone 
Contact 


Discuss outcome of NDA filing review meeting and 
Brandname review 


20 Feb 2006 


Telephone 
Contact 


Inquiry as to whether manufacturing sites were ready 
for inspection. FDA was informed all sites are ready. 


24 Feb 2006 


Letter from FDA 


NDA Acknowledgement Letter 


01 Mar 2006 


Telphone Contact 


Discuss Brandname backuo submission an IR frnm 
the Medical Officer and the HFA toxicoloav Pre-IND 
communication 


02 Mar 2006 


NDA Submission 


Amendment to NDA - CMC Response to Feb 10 m and 
21 st IRs. 

Submission includes Attachment to 356h - 
establishment info and 3.2. P. 7 Container Closure 
System (PDP02E.000027FP/4.0) 


02 Mar 2006 


Letter from FDA 


74-Day Communication Letter 


10 Mar 2006 


Telephone 
Contact 


Information Request 

Colette Jackson called with a request for corrections 
to the LB xot dataset for Studv 149/2005 (Ml-40^ 
and the Tl.xpt dataset for Study 76/2004 (TBN-CL- 
002) 


15 Mar 2006 


Telephone 
Contact 


Information Request from Division of Scientific 
Investigations 

3 sites were identified for Audit: M1-405 Dr. Herron, 
M1-401 Dr. Freeland, Dr. HamDel Site Information 
required. 


17 Mar 2006 


NDA Submission 


Amendment to NDA - Statistical 
Replacement dataset for LB.xpt in Study 149/2005 
(M1-403) and deletion of ti.xpt dataset for Study 
76/2004 (TBN-CL-002) 


17 Mar 2006 


Letter from FDA 


Information Request Letter 
CMC Comments 


20 Mar 2006 


Letter from FDA 


Information Request 
Statistical Comments 


21 Mar 2006 


NDA Submission 


Amendment to NDA - Request for Feedback 
Brandname review of OMNAIR and NASAIR 


24 Mar 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to IRs of March 2 nd and 17 th . Submission of 
LOAs to DMF 16870, DMF 12087 and DMF 11559. 
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NDA 22-004 for OA 


fINARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


29 Mar 2006 


Letter to FDA 


Site Information Package to Div of Scientific 
Investigations 


30 Mar 2006 


NDA Submission 


Amendment to NDA - Stats 

Response to March 20 th IR for statistical information - 
Parti 


07 Apr 2006 


NDA Submission 


Amendment to NDA - Stats 

Response to March 20 th IR for statistical information - 
Part II 


12 Apr 2006 


Telephone 
Contact 


Discuss comments from DMETS for Brandname 
review of OMNAIR and NASAIR 


14 Apr 2006 


NDA Submission 


Amendment to NDA - CMC 
Response to Mar 17 th IR. 

Submission includes LOA to DMF 6350 and DMF 
15657. Notification of Amendment of DMF 8410 and 
DMF 9146. Includes, 3.2.P.7 Amendment 1 
(PDP02E.000287FP/2.0) 


21 Apr 2006 


NDA Submission 


Amendment to NDA - CMC 

Submission of 3.2.P.8.3 1000kg batch stability data 

(PSD02E.000292FP/1.0) 


24 Apr 2006 


Letter from FDA 


Review of NDA submission and proposed proprietary 
names for Ciclesonide comments 


04 May 2006 


NDA Submission 


Amendment to NDA - Clinical 

4-month Safety Update 

Updated Proposed Labeling - Package Insert 


02 Jun 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to May 17 and 19 IRs. Submission includes 
amended 3.2.P.8.3 Stability Data for 120kg Batch 
Size (PSD02E.000294FP/1.0) and Executed Batch 
Records. 


02 Jun 2006 


Fax to FDA 


Correspondence with Ele Pratt, FDA Division of 
Scientific Investigations 
To provide documented procedures for CRF 
processing in trial M1-401 


06 Jun 2006 


NDA Submission 


Amendment to NDA - General Correspondence for 
Trade name Review 


21 Jun 2006 


NDA Submission 


Amendment to NDA - General Correspondence 
Provide Copy of Correspondence sent to Dallas 
District Office regarding Dr. Herron's 483 


10 Jul 2006 


Telephone 
Contact 


TCON with Colette requesting an updated 
amendment for the 

120 kg batch data for which 12 month data was 
submitted in the original application. 


21 Jul 2006 


NDA Submission 


Amendment to NDA - CMC 
Response to June 21 IR 
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NDA 22-004 for OI\ 


/1NARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


25 Jul 2006 


NDA Submission 


Amendment to NDA 
Response to July 14 IR 

Study 144/2005(M 1-405) Discussion of Intraocular 
Pressure Data 


27 Jul 2006 


Letter from FDA 


Discipline Review Letter 

Identifying deficiencies in the CMC section 


02 Aug 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to August 1 IR 

Submission of Acetaldehyde datasets for 120 and 

1000kg.. 


04 Aug 2006 


NDA Submission 


Amendment to NDA 
Response to IR 

Request for SAE Listing for Ciclesonide. 


06 Aug 2006 


Telephone 
Contact 


FDA requesting the SAS data sets for the 120 kg 
batches. 


10 Aug 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to July 27 th and August 6 th IR. 

Submission of datasets for micronized 18month 

stability data and the 120 and 1000kg primary stability 

batches. 


11 Aug 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to July 27 th Discipline Review Letter. 


14 Aug 2006 


NDA Submission 


Amendment to NDA 

Brandname submission of Omnaris 


17 Aug 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to July 10 th IR for 120kg Stability Report 

and August 4 th IR for LOA. 


18 Aug 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to August 17 th IR for analytical procedure 

for leachables-aldehydes used in out of pouch stability 

study. 


21 Aug 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to August 17 th IR for method validation for 
leachables-aldehydes used in out of pouch stability 
study. 


22 Aug 2006 


NDA Submission 


Amendment to NDA 

Supporting safety and promotional documentation for 
Omnaris Brandname review. 


28 Aug 2006 


Telephone 
Contact 


Discuss outcome of internal FDA review meeting, 
status of Brandname review, timing of the MCKO 
inspection, and expected timelines for receipt of the 
redline/strikethrough labelinq. 


29 Aug 2006 


Telephone 
Contact 


Agree on the regulatory test method for Leachables- 
aldehyde test and the stability protocol for out of 
pouch testing. 
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NDA 22-004 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


29 Aug 2006 


NDA Submission 


Amendment to NDA 

Documented commitments regarding the Leachables- 

aldehydes test. 

j . 


06 Sep 2006 


Letter from FDA 


Discipline Review Letter 

Identifying 14 deficiencies in the CMC section 


11 Sep 2006 


Telephone 
Contact 


Discuss Submission of pediatric plans 
Patients instructions for use 


11 Sep 2006 


Telephone 
Contact 


Revised Patient's Instructions for Use. 
Formal eCTD submission to follow ASAP. 


13 Sep 2006 


NDA Submission 


Amendment to NDA - Labeling 

Response addressing labeling comments in the 

September 6, 2006 Discipline Review Letter. 


15 Sep 2006 


NDA Submission 


Amendment to NDA - CMC 

Response addressing CMC comments in the 

September 6, 2006 Discipline Review Letter. 


15 Sep 2006 


Letter from FDA 


Recommendations to Proposed Labeling - 1.14.1.3 
Draft Labeling Text 


18 Sep 2006 


NDA Submission 


Amendment to NDA - Labeling 

Response to request for carton, foil pouch, and 

immediate container draft labeling in actual size and 

color. 


22 Sep 2006 


NDA Submission 


Amendment to NDA - Labeling 

Response to 15-Sep-2006 FDA recommended label 


22 Sep 2006 


Letter from FDA 


CMC Information Request 


26 Sep 2006 


NDA Submission 


Amendment to NDA - CMC 

Response to 22-Sep-2006 FDA Information Request 
Letter 


29 Sep 2006 


NDA Submission 


Amendment to NDA - Labeling 

Response to FDA's labeling comments from 

September 27, 2006 telephone conference call. 


04 Oct 2006 


Letter from FDA 


Comments to September 29 th Labeling (eCTD 0030) 


06 Oct 2006 


NDA Submission 


Amendment to NDA - Labeling 

Response to 04-Oct-2006 FDA Labeling comments 


10 Oct 2006 


NDA Submission 


Amendment to NDA - Labeling 

Revised Trade/Physician carton reflecting peel off 

label and text for out of pouch expiration dating 


12 Oct 2006 


Letter from FDA 


Comments for package components and Patient 
Instructions 


13 Oct 2006 


NDA Submission 


Amendment to NDA - Labeling 

Response to 12-Oct-2006 FDA Draft Package Insert 

comments 


16 Oct 2006 


Letter from FDA 


Postmarketing study commitment letter 


16 Oct 2006 


NDA Submission 


Amendment to NDA - Labeling 

Patient's Instructions for Use and Carton, Foil Pouch, 

& Container Labeling. 


17 Oct 2006 


NDA Submission 


Amendment to NDA - General Correspondence 
Meeting Request for Type C Meeting 
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NDA 22-004 for OMNARIS (ciclesonide) Nasal Spray 


Date 


Activity 


Comments 


18 Oct 2006 


FDA Meeting (via 
teleconference) 


Teleconference with several members of the Division 
to discuss the Phase IV 

Commitments, request for pediatric wavier, status of 
Brandname, and final labeling comments. 


18 Oct 2006 


Telephone contact 


Discuss status of label comments and teleconference 
on Phase IV Commitments 


18 Oct 2006 


Letter from FDA 


Assignment of Labeier Code for ALTANA Pharma US, 
Inc. 


19 Oct 2006 


Telephone 
Contact 


To discuss Phase IV commitments with Dr 
Chowdhury, Dr. Lydia Gilbert-Mclain, and Colette 
Jackson 


19 Oct 2006 


NDA Submission 


Phase IV Commitments, Request For Pediatric 
Waiver, and Revised Labeling - Package Insert, 
Patient's Instructions For Use and Carton and 
Container. 


20 Oct 2006 


Letters from FDA 


Approval Letter for NDA 22-004 (OMNARIS approved 
for the use of ciclesonide in seasonal and perennial 
allergic rhinitis in patients 12 years of age and older) 
Approvable Letter for NDA 22-124 (use of ciclesonide 
in children 2 years to 1 1 years of age) 
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1 


MD 53,391 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


02-Jun-97 


Initial IND 
Submission 


Initial IND filed for the use of ciclesonide MDI in 
asthmatic patients 


10-Jun-97 


Letter from FDA 


IND acknowledgement letter. IND 53,391 assigned. 


03-Jul-97 


IND submission 


Request to Inactivate IND 


15-Dec-97 


IND Submission 


Resubmission of IND and request for reinstatement 
of IND. This represents the official IND submission 
date. 


08-Jan-98 


Letter from FDA 


IND acknowledgement letter. 


21-Jan-98 


Telephone contact 


"No Hold" decision given, clinical trial is authorized 
to begin. Official IND effective date. 


25-Mar-98 


IND Submission 


Protocol Amendment: Change in protocol BY9010/FK1 
109 


08-Sep-98 


IND Submission 


Nonclinical Information Amendment: 12-month oral 
toxicity study in dogs 


18-Mar-99 


Letter from FDA 


3 month MDI inhalation study in dogs is sufficient instead 
of 6 month inhalation study in rats 


19-Mar-99 


IND Submission 


IND ANNUAL REPORT 


21-Sep-99 


IND Submission 


Briefing Package for End of Phase 2 Meeting 


22-Oct-99 


FDA Meeting 


End of Phase 2 Meeting 


04-Nov-99 


IND Submission 


Clinical Information Amendment: Clinical Study Report 
for Study FK1 110 


15-NOV-99 


IND Submission 


Submission of Sponsor prepared EOP2 Meeting Minutes 


24-Jan-00 


FDA Meeting via 
Teleconference 


Discuss open questions from EOP2 meeting 


24-Feb-00 


IND Submission 


Meeting minutes from 24-Jan-00 teleconference 


29-Feb-00 


IND Submission 


Protocol Amendment: New Protocol Study FHP 014 


13-Mar-00 


IND Submission 


IND ANNUAL REPORT 


13-Jul-00 


IND Submission 


Clinical Information Amendment: Bioequivalence 
Clinical Study Report 128/2000 


17-Aug-00 


IND submission 


Request for Special Protocol Assessment (phase 3 and 
1 b protocols) 


27-Sep-00 


IND Submission 


Request for Special Protocol Assessment (clinical 
pharmacology) 


08-Nov-08 


Email from FDA 


Comments to 17-Aug-00 protocols 


30-Nov-OO 


FDA Meeting via 
teleconference 


Discuss FDA comments to pediatric growth study 


21-Dec-00 


IND Submission 


Protocol Amendment: New Protocol (343 - growth 
effect study) 


28-Dec-00 


IND Submission 


Minutes to 30-Nov-OO teleconference 


04-Jan-01 


IND Submission 


CMC Amendment to support phase 3 studies 


22-Jan-01 


IND Submission 


Request for FDA Meeting 


07-Feb-01 


IND Submission 


Protocol Amendment: Change in Protocol (#102) 


15-Feb-01 


IND Submission 


Briefing Package for March Jr 1 Type B Meeting 


07-Mar-01 


Telephone Contact 


FDA comments to Protocol 102 


13-Mar-01 


IND Submission 


IND ANNUAL REPORT 
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IND 53,391 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


13- Mar-01 


IND Submission 


Clinical Information Amendment: Final Report FK1 104 


15-Mar-01 


IND Submission 


Protocol Amendment: Change in Protocol 323 and 324 


20-Apr-01 


IND Submission 


Protocol Amendment: Change in Protocol 323 


07-May-01 


IND Submission 


General Correspondence: Altana transferring ownership 
of the IND to Aventis - Effective May 9, 2001 


16-May-01 


IND Submission 


General Correspondence: Aventis accepts ownership of 
IND 


22-May-01 


IND Submission 


Protocol Amendment: New Protocol XRP1526B-341 
and New Investigators 


31-May-01 


IND Submission 


Protocol Amend.: New and Draft Protocols - XRP1526B- 
323LT, XRP1526B-324 LT, XRP1526B-342 


21-Jun-01 


IND Submission 


General Corr.: Transfer of Obligations to Quintiles 


28-Jun-01 


IND Submission 


General Corr:: Transfer of Obligations to CRO 


03-Jul-01 


IND Submission 


Protocol Amend: New Protocol 325 


18-Jul-01 


IND Submission 


Protocol Amend: New and Draft Protocols: 321 , 322 


20-Jul-01 


IND Submission 


Protocol Amend: New Protocol 103 


03-Aug-01 


IND Submission 


Protocol Amend: New Protocols and Changes to Draft 
Protocols-341LT, 342LT 


22-Aug-01 


IND Submission 


Protocol Amend: Change in Protocol 102 


13-Sept-01 


IND Submission 


Authorization to Cross-Reference Letter 


12-Oct-01 


IND Submission 


IND Safety Report - Initial 


21-Dec-01 


IND Submission 


General Corr: Merge studies 323 and 324, which are 
identical in design, as one efficacy study of ciclesonide 
in adults and adolescents with severe persistent asthma. 


14-Jan-02 


IND Submission 


Response to FDA Request for information 


29-Jan-02 


IND Submission 


Protocol Amend: Change in Protocol 323, 324 


31-Jan-02 


IND Submission 


Information Amend: CMC 


01-Mar-02 


IND Submission 


IND Safety Report: Initial 


18-Mar-02 


IND Submission 


Information Amend: CMC 


21-Mar-02 


IND Submission 


Annual Report 


03-Apr-02 


IND Submission 


Protocol Amend: Submission of a new Protocol 344 


08-May-02 


IND Submission 


IND Safety Report - Follow-up #1 : 20021 1633US 


10-May-02 


IND Submission 


Response to March 7, 2002 fax from Colette Jackson 


21-May-02 


IND Submission 


Request Pre-NDA conference with the Agency to review 
the status of our Clinical development program and 
format of CTD submission 


21-May-02 


IND Submission 


General Correspondence: Request for Teleconference 


21-May-02 


IND Submission 


Aventis reouests a ore-NDA conference with the Anenrv 
to review status of CMC development program as well 
as proposed format of CTD submission. 


29-May-02 


IND Submission 


Information Amend.: Response to FDA request to 
provide SAP and table of safety exposures for a 
proposal to combine Protocols 323 and 324 into a single 
efficacy study protocol 


11-Jun-02 


IND Submission 


Protocol Amend: Amendments to Protocols 1 323, 324 


29-Jul-02 


IND Submission 


Pre-NDA Meeting Briefing Package 
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IND 53,391 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


1 5-Aua-02 


IND Submission 


Information Amend* Submission of four nnnrliniral 
toxicology and toxicokinetic reports 


21-Aua-02 


IND Suhmfo^inn 


Rp^nonse to FDA reauest* FDA rpnup«5t that thp 
sponsor submit a tabulated summary of all Clinical 
Pharmacoloav and BioDharmacoloav studies that the 
sponsor plans to submit in the forthcoming NDA 
submission. 


27-Aug-02 


IND Submission 


Information Amend: 16 clinical study protocols (102, 103, 
321 322, 323. 324, 326 341 342 344) 


26-Sep-02 


Telephone Contact 


Contact Report: Contact Report - Follow-up Request for 
Information 


02-Oct-02 


Telephone Contact 


Contact Report: Dr. Eric Floyd contacted Dr. Chowdhury 
to propose a Pre-IND meeting for Ciclesonide DPI 
Combination program and obtain concurrence on 
Aventis' IND filing strategy. 


08-Oct-02 


IND Submission 


Response to FDA request: Nonclinical Toxicology and 
Toxicokinetic Reports 


31-Oct-02 


IND Submission 


General Correspondence 
Pre-NDA Meeting Follow-up 


14-Nov-02 


IND Submission 


Response to FDA Request: Submission of Final 
Statistical Analysis Plans 


10-Dec-02 


IND Submission 


General Corr: Nonclinical Toxicology Study 


02-Jan-03 


IND Submission 


Response to FDA Request: Executed Batch Record 
Documentation 


15-Jan-03 


IND Submission 


Response to FDA Request: Response to FDA Request 
for Information 


04-Feb-03 


Telephone Contact 


discuss ciclesonide MDI NDA submission. 


06-Feb-03 


IND Submission 


Information Amend: CMC 


07-Feb-03 


IND Submission 


Response to FDA Request: 
Reauest to the Division on details surroundina 
censorship of adverse events by original IND holder so 
that the soonsor can address these concerns 


21-Feb-03 


IND Submission 


Response to FDA Request: 

Unequivocal confirmation that no censorship of safety 
data has occurred in the Altana database at anv Doint 
during the clinical development of ciclesonide MDI. 


04-Mar-03 


IND Submission 


Response to FDA Request: final Statistical Analysis plan 
for Protocol 342 (persistent asthma in children). 


10-Mar-03 


IND Submission 


Information Amend: CMC information amendment 
submission provides updated information on the CMC 
for the drug substance and drug product 


21-Mar-03 


IND Submission 


ANNUAL REPORT 


16-Apr-03 


IND Submission 


Response to FDA request: Statistical Analysis Plan 


21-Apr-03 


IND Submission 


Response to FDA request: Pathology Working Group 
Report on Dog Testes. 
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ND 53,391 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


28-Apr-03 


IND Submission 


General Corn Request for Type C Meeting with the 
Agency to review preliminary safety data from our pivotal 
clinical studies. 


05-May-03 


IND Submission 


General Corr Dose Countpr Snprifiratinn*; 

1^1 Wl Wl 1 . L/w^ Xa^VJUIILd <JpCl/ll IV*rG Ill/I IO 


16-May-03 


IND Submission 


Information Amend: Serial No. 189 replaced Serial No. 
188 (original number on document) per authorization by 
Daniel Bollaa Referpnnp marip tn 4/98/n^ Rpniipct fnr 
Type C Meeting and to telephone conversation. Aventis 
is submittina a backaround Dackaae for the June 2 
meetinq. 

j 


22-May-03 


IND Submission 


General Corr: Serial No. 190 (changed from 189) 
Medical Officer Review of a 473 patient efficacy and 
safey study 


24-Jun-03 


IND Submission 


General Corr: new drug application field copy 
submission 


24-Jun-03 


IND Submission 


Type A meeting request 


01-Jul-03 


IND Submission 


General Corr allow fnr thp rm^-rpfprpnrp nf anw 
information submitted to IND 53,391 for ciclesonide MDI. 
Responsibility for IND 65,488 for ciclesonide nasal spray 
was transferred from Teijin America, Inc. to the following 
sponsor on April 4, 2003: ALTANA Pharma. 


17-Jul-03 


IND Submission 


Information Amendment: Background package for the 
August 7 meeting 


21-Jul-03 


IND Submission 


General Corr: request for concurrence from the FDA 
about aDDroDriate soecification ranaes for the do<5p 
counter being developed as part of the metered dose 
inhaler device. 


13-Aug-03 


IND Submission 


General Corr Snonsor nrpnarpri mppfinn minntpQ frnm 
the August 7, 2003 meeting. 


14-Aug-03 


IND Submission 


Information Amend: draft study protocol SRP 1526B- 
3027 


11-Sep-03 


IND Submission 


General Corr: Request for concurrence from FDA 
concerning clinical dataset and SAS program 
submission plans. 


14-Oct-03 


IND Submission 


General Corr: Response to FDA Protocol Review 


31-Oct-03 


IND Submission 


Information Amend: CMC 


22-Dec-03 


Original NDA 
Submission 


NDA Original Submission for ciclesonide MDI 


26-Dec-03 


IND Submission 


Protocol Amend: New Protocol 3027 


19-Mar-04 


IND Submission 


ANNUAL REPORT 


07-Apr-04 


IND Submission 


General Corr.: Transfer of certain IND responsibilities to 
PPD, a contract research organization. 


07-Apr-04 


IND Submission 


General Corr: Transfer of certain IND responsibilities to 
MMATISS, a contract research organization. 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period 
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MD 53,391 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


07-Apr-04 


IND Submission 


General Corr: Transfer of certain IND responsibilities to 
Pharm-Olam International, a contract research 
organization 


14-May-04 


IND Submission 


General Corr: Transfer of certain IND responsibilities to 
PPD, a contract research organization. 


08-Jun-04 


FDA Teleconference 


Contact Reoort* This teleconfer^nrp wa^ arrannpH a 
Type A meeting to discuss comparator supply issues in 
the onaoina clinical studv #3027 to evaluate lpn<* 
opacification. 


06-Jul-04 


IND Submission 


Response to FDA request: chemistry protocol outline to 
compare QVAR metered dose inhalers obtained outside 
of the U.S. with QVAR devices sourced in the U.S. 


07-Jul-04 


IND Submission 


General Corr: Transfer of certain IND responsibilities to 
Quintiles, a contract research organization. 


07-Jul-04 


IND Submission 


Information Amend: Pharmacoloqy/Toxicology 


13-Sep-04 


IND Submission 


Information Amendment: Chemistry 
Protocol Amendment: New Protocol 


29-Oct-04 


IND Submission 


Information Amendment: final Statistical Analysis plan 
for Protocol 343 


02-Dec-04 


IND Submission 


Protocol Amendment - Change in Protocol 
Protocol XRP1526B/3027 - Amendment #2 


01-Feb-05 


IND Submission 


Protocol Amendment - New Protocol(XRP1526B/3028) 


11-Mar-05 


IND Submission 


IND ANNUAL REPORT* Annual report summarizes the 
progress of investigations from January 21 , 2004 to 
January 20, 2005. 


15-Mar-05 


IND Submission 


IND Safety Report: Follow-up 


01-Apr-05 


IND Submission 


Protocol Amend: New Protocols: 3030 & 3031 


29-Jun-05 


IND Submission 


Protocol Amendment - Change in Protocol 
XRP1526B/3027. 


12-Jul-05 


IND Submission 


Information Amend: final study report for protocol 
XRP1526B-343, dated June 9. 2005. 


01-Aug-05 


IND Submission 


Information Amendment - Clinical 
Statistical Analysis Plan 


18-Nov-05 


IND Submission 


Information Amendments-Clinical-3028 


12-Dec-05 


IND Submission 


Protocol Amendments-Change in Protocol 
Protocol No.: XRP1526B/3031 


22-Dec-05 


IND Submission 


Information Amendment-Clinical 
XRP1526B/3027 Final Study Report 


30- Jan-06 


IND Submission 


General Corr: Transfer of Responsibility to PPD. 
Reference made to following protocols: 
XRP1526B/3028, XRP1526B/3030, XRP1526B/3031 
transferred specific regulatory responsibilities for these 
clinical studies to PPD Development/Morrisville, NC. 


01-Mar-06 


IND Submission 


Information Amendment: CMC 


17-Mar-06 


IND Submission 


ANNUAL REPORT covering period January 21 , 2005 to 
January 20, 2006 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period 
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MD 53,391 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


06-Apr-06 


IND Submission 


Information Amendments - Clinical 

Protocol No. XRP1 526/3031 (submitted April 1, 2005, 

Serial No. 235) 


21-Apr-06 


IND Submission 


Information Amendments- Clinical. Protocol No. 
XRP 1526/3030 


26-Apr-06 


IND Submission 


Information Amendment - Clinical; Statistical Analysis 
Plan for protocol XRP1526B/3030. 


25-May-06 


IND Submission 


Protocol Amendment-New Protocol 


19-Jun-06 


IND Submission 


Information Amendment - Clinical, Statistical Analysis 
Plan for protocol XRP1526B/3028 


27-Jun-06 


IND Submission 


Protocol Amendment - Request for Special Protocol 
Assessment for clinical protocol XRP1526B/EFC6695. 


12-Jul-06 


IND Submission 


Information Amendment: CMC - drug substance and 
drug product sections are updated to include 36-month 
stability data. 


13-Jul-06 


IND Submission 


General Correspondence - providing verification that the 
drug substance and drug product referenced in IND 
53 391 are the <5annp a<; that rpfprpnrpH in KIDA 


03-Aug-06 


IND Submission 


General Corr: authorization for FDA to access any 
information in the IND 53 391 (ciclesonidp mptprpH rin<;p 
inhaler) or NDA 21-658 (Alvesco, ciclesonide metered 
dose inhaler) for the review of the planned submission 
for ciclesonide HFA nasal spray (IND 74,674) sponsored 
by: Altana Pharma US Inc. 


09-Oct-06 


IND Submission 


Information Amend: correspondence regarding protocol 
XRP1526B/EFC6695 


19-Oct-06 


IND Submission 


General Corr: Request for advice on proposed 
embossments on the MDI device. 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period 
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DA 21-658 for ALVESCO (ciclesonide) Metered Dose Inhaler 


Date 


Activity 


Comments 


22-Dec-03 


Original NDA 
Submission 


NDA Original Submission for ciclesonide MDI 


22-Jan-04 


Letter from FDA via 
facsimile 


NDA Acknowledgement Letter 


23-Jan-04 
27-Jan-04 


Telephone Contact 


Division of Scientific Investigations called to request 
information regarding clinical site audits 


UJ Tcu UJ 


nua buDmission 


Format modifications to NDA 




Telephone Contact 


FDA request for program code and data files for 
studies DMPK US/01-0185 and DMPK 2003/0019 


18, 19, 20, 
23-Feb-04 


Telephone Contact 


Various CMC requests for information (stability data 
sets, expiry dating calculations, methods validation) 




NDA Submission 


Response to request for SAS datasets 


04-Mar-04 


NDA Submission 


Response to CMC request for methods validation 


10-Mar-04 


NDA Submission 


SAS data sets for content assay 


Hft Mar C\A 


Letter from FDA via 
facsimile 


Notification that NDA has been filed under section 
505(b) of the Act on February 21 , 2004 in 
accordance with 21 CFR 314.101(a) 


IVICll \J*T 


NDA Submission 


Response to Pediatric requirements, request for 
partial waiver in children younger than 6 months of 
age. 




NDA Submission 


Aventis response to questions identified in the filing 
review letter 


26-Apr-04 


NDA Submission 


120 Day Safety Update Report 


29-Apr-04 


NDA Submission 


Response to 08-Mar-04 Filing Review letter (CMC) 


27-May-04 


NDA Submission 


Response to FDA request for information: Pediatric 
drug development plans 


10-Jun-04 


Letter from FDA via 
facsimile 


Comments and Information request regarding CMC 


08-Jul-04 


Letter from FDA via 
facsimile 


Clinical Information Request : Biopharm questions 


04-Aua-04 


NDA Submission 


Response to 08-Jul-04 Information Request 


22-Sep-04 


NDA Submission 


CMC: Methods validation package for ciclesonide 
drug substance 




NDA Submission 


CMC: Drug Master File 12,464 amended by DMF 
holder 


27-Sep-04 


inum oUDmission 


CMC response to FDA request for information 


01-Oct-04 


Letter from FDA via 
facsimile 


FDA approval of March 22, 2004 partial waiver 
request for pediatric studies in patients zero to less 
than 6 months of age 


06-Oct-04 


Teleconference 


Teleconference with FDA to discuss adult once- 
daily indication, stratum analysis, pediatric studies 
and HPA-axis data 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period. 
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DA 21-658 for ALVESCO (ciclesonide) Metered Dose Inhaler 




Activity 


Comments 


21-Oct-04 


Action Letter 


FDA Approvable Letter 




NDA Submission 


Response to 21-Oct-04 FDA Action Letter 


03-Dec-04 


FDA Meeting - 
Teleconference 


FDA Meeting to discuss deficiencies identified 
within the 21-Oct-04 Approvable Letter 


18-Jul-05 


FDA Meeting - 
Teleconference 


FDA Meeting to discuss approval of ALVESCO for 
asthma in children 4 to 1 1 years of age. 


26-Jul-05 


FDA Meeting - 
Teleconference 


FDA Meeting to discuss CMC topics 


07-Feb-06 


NDA Submission 


Request for advice on proposed format of clinical 
data to be submitted in response to the 21-Oct-04 
approvable letter 


21-Mar-06 


FDA Letter via 
facsimile 


FDA response to 07-feb-06 request for advice 



1 Submissions of Safety Reports under 21 C.F.R. § 312.32 and additional investigators to various 
protocols occurred at various times throughout the Regulatory Review Period. 
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